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Sedulon is a new, non-narcotic drug which is so effective that 

it can often be given in place of codeine. Developed after 
prolonged studies by the Roche Research Laboratories, 
Sedulon has a gentle sedative action which is remarkably effec- 
tive even in stubborn cough. Clinical experience indicates 
that Sedulon is particularly useful for the relief of annoying 
night cough. The pleasant flavor of Syrup Sedulon ‘Roche’ 
appeals to young and old patients alike. Available in 

4-0z and 1-pt bottles. For samples and descriptive literature 
write to Department C-3. 


T. M.—Sedulon — Reg. U.S. Pat. Off. Chemically, Sedulon is 
3,3-diethy! -2,4-dioxo- piperidine. 
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Syrup Sedulon Roche..........5 iv 

Sig. One teaspoontul every 2 hours; 
one tablespoonful at bedtime 
(For night cough in adults) 
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The General Practi- 
tioner Marches On 


In our issue of July 
1947 we called attention 
to the General Practice 
section of the Mount 
Carmel Mercy Hospital 
staff, in Detroit, conducted 
by qualified general practitioners. 

We are now informed by Dr. M. H. 
Miller of Detroit that eight approved 
Detroit hospitals have already established 
general practice divisions in their staffs 
along the lines of the Mount Carmel plan 
as outlined by Dr. Miller in his article in 
the Journal of the American Medical 
Association of May 3, 1947. 

The Wayne County local unit of the 
American Academy of General Practice 
now has two hundred and fifty members 
organized. Under its sponsorship an in- 
tensive postgraduate course of two days 
was given on November 19 and 20 by 
the staff of the Henry Ford Hospital. This 
presentation was made by men engaged 
in the actual practice of medicine with 
private patients and covered as many 
different phases of medical practice as was 
possible in the time available. 

On the evening of the first day those 
attending the clinic were guests at the 
Henry Ford Hospital Medical Society 
Monthly Staff Meeting. On the evening of 
the second day the participants relaxed at 
a banquet in the Hotel Fort Shelby. 

An auspicious event, foreshadowing a 
great movement looking to the complete 
professional integration of the qualified 
general practicioner and pointing toward 
the ultimate unity of all worthy elements 
in the face of a threatening social trend 
which seeks to “divide and rule” and so 
searches eagerly for vulnerable points, 
such as the one now, seemingly, in process 
of repair. 
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EDITORIALS 


The Tobacco Impasse 
Abroad 


The shortage of tobacco 
abroad has led to some 
odd experimentation with 
substitutes. The English 
having withdrawn from 
the American tobacco 
market, are using coltsfoot leaves (Tussi- 
lago farfara). It has to be smoked in a 


‘long pipe, as it burns the tongue severely 


if used otherwise. The Germans are using 
a mixture of cherry tree leaves with hops 
and woodruff (Asperula odorata) which 
is said to roll like old woodshavings. 

If such a situation were ever to arise 
in this country the cigarette producers 
would meet it dynamically. One would then 
read advertisements extolling substitutes; 
with slogans like these: 

Give your gustatory nerves a surprise 

The least toxic of smokes ; 
An astonishing experience is now available 
They do not satisfy; they satiate 


Socialized Medicine "Down Under" 


Ten years of experience with New 
Zealand's state medical service has resulted 
in “almost universal dissatisfaction.” The 
public hospitals are crowded with trivial 
cases. Ambulant patients are handled at 
the rate of one every five minutes—'‘like 
sheep passing through a dip.” 

It is “extremely difficult” to discover 
a doctor ‘‘outside business hours or during 
the week end.” Ethically and clinically 
medical standards have fallen to a low 
point. 

The cost of security benefits, which have 
been increasing at a great rate, now runs 
to $139,000,000 annually. Considering the 
small size of the country this is a tidy sum. 
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/\ Contribution to Cough Control 


D. G. Ornston, M.D. 


Local therapy is justifiable if it is effi- 
cient and feasible. When medication can 
be applied directly to the site of a dis- 
order, its concentration at the affected area 
is at a maximum, its action is speeded and 
systemic effects may be reduced. 

The local treatment of cough obviously 
is a desirable objective. Cough is one of 
the most common, annoying and distress- 
ing symptoms the physician is called upon 
to treat, second only to pain in frequency 
and in diversity of causative factors. A 
reflex protective mechanism, coughing 
should not be suppressed as long as it is 
useful. Unfortunately, the most commonly 
encountered variety of cough is the dry, 
tickling, unproductive hack which accom- 
panies the common cold or minor inflam- 
mation of the upper respiratory tract. It 
only exhausts the agg and, by irritating 
the vocal cords from their violent and 
repetitious clapping together, perpetuates 
itself. Quick relief is needed. 

All medications used to lessen cough 
have faults. Any administered orally is 
slow in taking effect. The expectorants 
irritate the gastric mucosa, usually to 
anorexia and often to the point of emesis. 
Narcotics can conceal cough without bene- 
fiting it; they nauseate; their prolonged 
use carries the risk of addiction. They also 
have the potential danger, particularly in 
cough accompanying sinusitis, of suppress- 
ing what Jackson called the vocal cords, 
“the watchdogs of the lungs,” and permit- 
ting purulent drainage to infect the lungs. 
The antispasmodics are rarely of help, the 
barbiturates practically never. 

Until recently the nearest approach to 
local medication of cough was by use of 
the vaporizer or croup kettle. Despite its 
inconvenience it has won adherents for 
generations. The action of the volatile oils 
used in these steam inhalations apparently 
is limited to stimulation of the secretory 


*This preparation is available ae Eskay’s Oralator 
from Smith, Kline & French Laboratories, Phila- 


delphia, Pa. al 
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cells of the respiratory tract (1). They do 
not seem to affect the cough reflex center 
(1). To sedate the nerve center the nar- 
cotics—with all their drawbacks—have 
been required. 

The development of a new chemical 
which apparently anesthetizes the cough 
reflex nerve endings when applied locally 
by inhalation (2) offers a rational and con- 
venient new form of cough therapy. 

2-amino-6-methylheptane, also known as 
substance which in vapor phase produces 
local anesthesia, analgesia and some shrink- 
age of mucous membranes (2). Its safety 
for clinical use has been demonstrated by 
experimental work in animals (3) and 
man (2). The drug is available in a handy 
tube* through which its vapor can be 
drawn into the throat and lungs. 


Results 


In the writer's experience with several 
hundred cases, the Oralator frequently ar- 
rests a cough in three to five minutes—a 
tenth of the time required for absorption 
of cough medicines fram the stomach. In 
the majority of cases this relief lasts from 
one to two hours. It has been a boon to 
many, especially in late pregnancy and after 
abdominal operations, because of the 
quickness of relief. While the inhaler is 
not presented as a curative agent, its suc- 
cess in suppressing harmful cough may 
often promote recovery both by preventing 
trauma and by permitting the patient 
physical and mental rest. 

Relief obtained by use of the inhaler, 
as with any medication, varies according 
to the cause and extent of pathological 
change. An almost constant report from 
patients, however, is that the inhaler eases 
that omnipresent tickling in the throat and 
the unceasing sensation that a cough 1s 
about to erupt, even when it fails to lessen 
the severity of actual paroxysms when they 
occur. Apparently the Oralator does not 
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inhibit the normal cough reflex—one 
danger that attends use of narcotics. In 
simple affections of the pharyngotracheal 
areas the amine also seems to have an ex- 
pectorant action, making the cough, when 
it does occur, more productive. 

Side reactions are rare; a few patients 
complain of a nauseating taste or odor, or 
of a tendency to gag, at first. An urge to 
cough is provoked fairly often by the first 
inhalation, but this rapidly subsides. There 
has been no evidence of irritation, addic- 
tion or other harmful result, even in those 
patients who have used several Oralators 
successively. In no case did the Oralator 
appear so to dull the cough reflex that 
secretions could accumulate and do harm. 
It did not sedate the larynx. 

Table I, summarizing the writer's results 
with a series of cases which could be fol- 
lowed carefully, gives some basis for pre- 
liminary conclusions as to conditions in 
which use of the Oralator may be ad- 
vantageous: 


TABLE 1. EFFECT OF ORALATOR IN VARIOUS CONDITIONS 


Discussion 


In this series, best results were obtained 
with the more common and less serious 
type of cough, of which 81.1 per cent were 
distinctly relieved. Conclusions in regard 
to other conditions are obviously limited 
by the small number of cases available for 
study; but the results, if extended and 
confirmed by others, may suggest some 
interesting possibilities in the use of the 
Oralator as a diagnostic aid, as well as 
an effective medication for common cough. 

As an illustration may be cited the case 
of the young woman who came to the of- 
fice with a constant and violent cough. 
Examination showed a pin lying between 
her tongue and — To test the 
ability of the Oralator to disguise symp- 
toms, she was asked to inhale freely 
through one. There was no easing of the 
cough. A pontocaine spray suppressed 
the cough promptly, permitting removal 
—Continued on page 397 
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Condition Relieved Not Relieved 

No. % No. % 

Laryngotracheitis, chronic ................ 10 100.0 0 0.0 
23 82.1 5 17.9 
Cough accompanying sinusitis ............. 28 77.8 8 22.2 
Total showing definite effect ............ 73 81.1 17 18.9 
2 100.0 0 0.0 
Contact ulcer of the arytenoids ............ 1 100.0 0 0.0 
Esophageal diverticulum ................. 1 100.0 0 0.0 
Cough in pulmonary tuberculosis .......... 7 58.3 5 41.7 
Total showing little or doubtful effect... .. 17 65.4 9 34.6 
Foreign body in the vallecula ............. 0 0.0 1 100.0 
Carcinoma of the lung ............2.00.. ) 0.0 1 100.0 
Total showing-no effects .............-. 0.0 6 100.0 
90 73.8 32 26.2 


“Relieved” means “Adequate relief from cough; no further medication required;” 
it does not refer to progress of the cause. “Not relieved’ again means only that some 
further medication was needed, not that the disease process had changed. 
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ennouncing a new way Co 


stop that night cough 


EFFECTIVE © PALATABLE © WELL-TOLERATED 


Sedulon is a new, non-narcotic drug which is so effective that 

it can often be given in place of codeine. Developed after 
prolonged studies by the Roche Research Laboratories, 
Sedulon has a gentle sedative action which is remarkably effec- 
tive even in stubborn cough. Clinical experience indicates 
that Sedulon is particularly useful for the relief of annoying 
night cough. The pleasant flavor of Syrup Sedulon ‘Roche’ 
appeals to young and old patients alike. Available in 

4-oz and 1-pt bottles. For samples and descriptive literature 
write to Department C-3. 


T. M.—Sedulon — Reg. U.S. Pat. Off. Chemically, Sedulon is 
3,3-diethy! -2,4-dioxo- piperidine. 
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Syrup Sedulon Roche.........5 iv 

Sig. One teaspoontul every 2 hours; 
one tablespoonful at bedtime 
(For night cough in adults) 
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The General Practi- 
tioner Marches On 


In our issue of July 
1947 we called attention 
to the General Practice 
section of the Mount 
Carmel Mercy Hospital 
staff, in Detroit, conducted __ 
by qualified general practitioners. 

We are now informed by Dr. M. H. 
Miller of Detroit that eight approved 
Detroit hospitals have already established 
general practice divisions in their staffs 
along the lines of the Mount Carmel plan 
as outlined by Dr. Miller in his article in 
the Journal of the American Medical 
Association of May 3, 1947. 

The Wayne County local unit of the 
American Academy of General Practice 
now has two hundred and fifty members 
organized. Under its sponsorship an in- 
tensive postgraduate course of two days 
was given on November 19 and 20 by 
the staff of the Henry Ford Hospital. This 
presentation was made by men engaged 
in the actual practice of medicine with 
private patients and covered as many 
different phases of medical practice as was 
possible in the time available. 

On the evening of the first day those 
attending the clinic were guests at the 
Henry Ford Hospital Medical Society 
Monthly Staff Meeting. On the evening of 
the second day the participants relaxed at 
a banquet in the Hotel Fort Shelby. 

An auspicious event, foreshadowing a 
gteat movement looking to the complete 
professional integration of the qualified 
general practicioner and pointing toward 
the ultimate unity of all worthy elements 
in the face of a threatening social trend 
which seeks to “divide and rule” and so 
searches eagerly for vulnerable points, 
such as the one now, seemingly, in process 
of repair. 
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EDITORIALS 


The Tobacco Impasse 
Abroad 


The shortage of tobacco 
abroad has led to some 
odd experimentation with 
substitutes. The English 
having withdrawn from 
the American tobacco 
market, are using coltsfoot leaves (Tussi- 
lago farfara). It has to be smoked in a 


‘long pipe, as it burns the tongue severely 


if used otherwise. The Germans are using 
a mixture of cherry tree leaves with hops 
and woodruff (Asperula odorata) which 
is said to roll like old woodshavings. 

If such a situation were ever to arise 
in this country the cigarette producers 
would meet it dynamically. One would then 
read advertisements extolling substitutes; 
with slogans like these: 

Give your gustatory nerves a surprise 

The least toxic of smokes : 
An astonishing experience is now available 
They do not satisfy; they satiate 


Socialized Medicine "Down Under" 


Ten years of experience with New 
Zealand's state medical service has resulted 
in “almost universal dissatisfaction.” The 
public hospitals are crowded with trivial 
cases. Ambulant patients are handled at 
the rate of one every five minutes—"‘like 
sheep passing through a dip.” 

It is “extremely difficult” to discover 
a doctor ‘‘outside business hours or during 
the week end.” Ethically and clinically 
medical standards have fallen to a low 
point. 

The cost of security benefits, which have 
been increasing at a great rate, now runs 
to $139,000,000 annually. Considering the 
small size of the country this is a tidy sum. 
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Forms and Rubber Stamps 

The versatile Doctor S. H. Daukes, 
recently deceased in England, distinguished 
himself as novelist, public health expert, 
director of the Wellcome Museum of 
Medical Science, soldier and historian, as 
contributor to the official British Medical 
History of the War (chapter on Hygiene). 
In his last novel, ‘He loved Freedom,” he 
paid his respects to state medicine, under 
which the physician “sits at a big desk 
surrounded by Government forms and 
little rubber stamps.” 


Hospital and Home Care 

According to the Bulletin of New York 
City’s Hospital Council, the present bed 
shortage, or bad distribution of beds, is 
the result, among other things, of the im- 
proved financial position of civilians dur- 
ing the war years and the emphasis on 
personal health as a war asset; these factors 
contributed to the sharply increased de- 
mand for private and semi-private accom- 
modations, while a larger number of ward 
beds remained empty. The Bulletin thinks 
that over-all plannimg that includes co- 
ordination of hospitals is necessary to meet 
this problem. 

However, it is also being suggested 
that the public has been over-sold on 
hospitalization and under-sold on the im- 
portance of preventive health measures. 
According to Professor Chayer of Teachers 
College, Columbia University, medical care 
plans are increasing so rapidly that the 
medical and nursing professions cannot 
meet the demand. “Too great emphasis on 
hospitalization has resulted in too little 
stress on care for the chronically ill and 
the aged and too little attention to a 
strongly preventive program. . . . The hue 
and cry is all for more and more nurses 
for hospital cases.” Professor Chayer sug- 
gests a slowing down of hospitalization 
and more use .of nurses and auxiliary 
workers in home care and in clinic serv- 
ices, with possible abolishment of private- 
duty nursing except on the basis of clinical 
need. 

All the factors in these situations are 
obviously linked. They must be integrated 
into one equation if proper solutions are 
to be reached. 
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‘that blowing out secretions gently, with 


The Diagnostics of Nose Blowing 


Captain Angus C. Randolph, writing in 
the Bulletin of the United States Army 
Medical Department, warns against nose 
blowing (instead of forceful inhalation 
or sniffing) in the course of common colds. 
“This habit must be broken because 
blowing creates positive pressure in the 
upper respiratory passages. There is al- 
ways a certain amount of secretion about 
the small openings of the nasal sinuses 
which is forced into the sinuses by blow- 
ing.” The blowing impairs the normal 
mechanism by which the sinuses get rid 
of secretions which otherwise would be a 
fertile field for secondary invaders during 
the third stage of a cold. 

The natural direction of drainage is to- 
ward the throat. However, it seems to us 


mouth open and the nostrils uncompressed, 
minimizes the likelihood of infection of 
ears and sinuses and the production of 
tympanic flaccidity with its contribution to 
deafness. 

It would be a labor of Hercules to 
change the nose blowing habits of the 
people and convert all into sniffers. How- 
ever, something more is to be said about 
this important activity of our lives. 

Who has not been struck by the varied 
pitch and tone of blown noses? Is not 
this a fascinating field of research? Since 
both Charles Lamb and Rabelais over- 
looked this important phase of life in 
their whimsical writings, we must attempt 
to deal with it. 

There is much personality about the 
nasal blast of many people. You can tell 
your friends when they emit a nasal SOS 
signal. There is the nasal yodel, the sad 
piccolo note, and the alarming blare. There 
is the abrupt honk, and rarely a flute-like 
intonation, awakening sensations so de- 
lightful that to one’s mind, as one listens 
entranced, come those lovely lines: 


Hark! hark! the lark at Heaven's gate 
sings. 


And then there is the far-flung yet 
silvery blast that reaches auditory receivers 
at incredible distances. Its quality is well 
described in: 
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O hark, O hear! how thin and clear, 
And thinner, clearer, farther going! 
O sweet and far from cliff and scar 
The horns of Elfland faintly blowing! 
Blow, let us hear the purple glens replying: 
Blow, bugle; answer, echoes, dying, dying, 
dying. 
We have heard sad, plaintive trills in a 
minor key that seemed to say to us: 
Mine are the winds above, 
Mine are the caves below, 
Mine are the dead of yesterday 
And the dead of long ago! 


For such melancholy nasal voices we do 
not care overmuch, unless we happen to be 
in the mood. There are indeed times when 
to the soloist we may regretfully say: 


Adieu! adieu! thy plaintive anthem fades 
Past the near meadows, over the still 
stream, 
Up the hillside; and now ’tis buried deep 
In the next valley-glades: 
Was it a vision or a waking dream? 
Fled is that music,—do I wake or sleep? 


And there may be a certain wistful 
beauty at times in the note of a nose 
which, like a nightingale, sings 


Her sorrows thro’ the night; and on the 
bough 

Sole-sitting, still at every dying fall 

Takes up again her lamentable strain 

Of winding woe, till wide around the 
woods 

Sing to her song, and with her wail re- 
sound. 


The bass notes of melodious character 
which are sometimes wafted to the charméd 
ear have at times the sonorous qualities of 
a well-sung “Rocked in the Cradle of the 
Deep.” 

As though from angels and nightingales 
comes a sweet whispering from the sinuses, 
as fit to charm in lovemaking as Strephon’s 
very voice. Of it we may say: 


Love gives it energy, love gave it birth. 
Where, on thy dewy wing, 
Where art thou journeying? 

Thy lay is in heaven, thy love is on earth. 


A soothing, somnifacient, opiate, siren- 
like note that we love full well, like the 
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hum of bees in summer, invites one to 
sleep; but in the early morning one likes 
to hear the sharp, incisive, awakening blast 
calling to the a activities, like the 
Pibroch of Donuil Dhu, 
Pibroch of Donuil, 
Wake thy wild voice anew, 
Summon Clan Conuil. 
Come away, come away, 
Hark to the summons! 
Come in your war array, 
Gentles and commons. 

Marry! may a man not be known and 
much inferred as to his character and 
condition by the manner in which he blows 
a blast upon the olfactory horn? 

Condition? Yes. Who does not know 
the feeble effort of the neurasthenic? The 
neurasthenic voice is familiar; so shall 
the timbre of the nose also connote his 
presence, 

How happens it that the rhinologist’s 
diagnostic acumen has not been attuned 
to this acoustic phase of his art? Is it not 
matter of reproach that he has not as yet 
learned to distinguish by sound variations 
those familiar lesions yclept deflected 
septum, enlargement of the turbinates, 
adenoids and sinus disease? Why should 
not the presence of a polyp denote itself 
to him by the trumpet’s treble trill ? 

It may yet happen that the rhinologist’s 
examination will begin, not with electric 
illumination and metallic armamentaria, 
but with the simple request to blow the 
nose, wherefrom much will be deduced 
that is not elicited by present-day methods. 
Mayhap the “sinus sniff’ or the “septal 
snort’” will come to mean as much as 
“McBurney’s point” in appendicitis, and 
to be as permanently embalmed in the 
jargon of medicine. 

The new school of rhinology shall study 
counterpoint and harmony, and through 
the scrunity of nose blowing shall be born 
a new appreciation of zsthetics. 

Rhinologists will even now tell you that 
if people blew their noses artistically, and 
with due regard for the principles of 
beauty, there would be but little aural 
pathology. 

Thus even disease may be made to suc- 
cumb to esthetics. 


‘ 


Local therapy is justifiable if it is eff- 
cient and feasible. When medication can 
be applied directly to the site of a dis- 
order, its concentration at the affected area 
is at a maximum, its action is speeded and 
systemic effects may be ahaa 

The local treatment of cough obviously 
is a desirable objective. Cough is one of 
the most common, annoying and distress- 
ing symptoms the physician is called upon 
to treat, second only to pain in frequency 
and in diversity of causative factors. A 
reflex protective mechanism, coughing 
should not be suppressed as long as it is 
useful. Unfortunately, the most commonly 
encountered variety of cough is the dry, 
tickling, unproductive hack which accom- 
panies the common cold or minor inflam- 
mation of the upper respiratory tract. It 
only exhausts the patient and, by irritating 
the vocal cords from their violent and 
repetitious clapping together, perpetuates 
itself. Quick relief is needed. 

All medications used to lessen cough 
have faults. Any administered orally is 
slow in taking effect. The expectorants 
irritate the gastric mucosa, usually to 
anorexia and often to the point of emesis. 
Narcotics can conceal cough without bene- 
fiting it; they nauseate; their prolonged 
use carries the risk of addiction. They also 
have the potential danger, particularly in 
cough accompanying sinusitis, of suppress- 
ing what Jackson called the vocal cords, 
“the watchdogs of the lungs,” and permit- 
ting purulent drainage to infect the lungs. 
The antispasmodics are rarely of help, the 
barbiturates practically never. 

Until recently the nearest approach to 
local medication of cough was by use of 
the vaporizer or croup kettle. Despite its 
inconvenience it has won adherents for 
generations. The action of the volatile oils 
used in these steam inhalations apparently 
is limited to stimulation of the secretory 

*This preparation is available as Eskay’s Oralator 


from Smith, Kline & French Laboratories, Phila- 
delphia, Pa. 


370 


/\ Contribution to Cough Control 


D. G. Ornston, M.D. 
Philadelphia, Pa. 


cells of the anapieninrs tract (1). They do 
not seem to affect the cough reflex center 
(1). To sedate the nerve center the nar- 
cotics—with all their drawbacks—have 
been required. a 

The development of a new chemical 
which apparently anesthetizes the cough 
reflex nerve endings when applied locally 
by inhalation (2) offers a rational and con- 
venient new form of cough therapy. 

2-amino-6-methylheptane, also known as 
alpha-methylisoheptylamine, is a volatile 
substance which in vapor phase produces 
local anesthesia, analgesia and some shrink- 
age of mucous membranes (2). Its safety 
for clinical use has been demonstrated by 
experimental work in animals (3) and 
man (2). The drug is available in a handy 
tube* through which its vapor can be 
drawn into the throat and lungs. 


Results 


In the writer's experience with several 
hundred cases, the Oralator frequently ar- 
rests a cough in three to five minutes—a 
tenth of the time required for absorption 
of cough medicines re the stomach. In 
the majority of cases this relief lasts from 
one to two hours. It has been a boon to 
many, especially in late pregnancy and after 
abdominal operations, because of the 
quickness of relief. While the inhaler is 
not presented as a curative agent, its suc- 
cess in suppressing harmful cough may 
often promote recovery both by preventing 
trauma and by permitting the patient 
physical and mental rest. 

Relief obtained by use of the inhaler, 
as with any medication, varies according 
to the cause and extent of pathological 
change. An almost constant report from 
patients, however, is that the inhaler eases 
that omnipresent tickling in the throat and 
the unceasing sensation that a cough 1s 
about to erupt, even when it fails to lessen 
the severity of actual paroxysms when they 
occur. Apparently the Oralator does not 
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inhibit the normal cough reflex—one 
danger that attends use of narcotics. In 
simple affections of the pharyngotracheal 
areas the amine also seems to have an ex- 
pectorant action, making the cough, when 
it does occur, more productive. 

Side reactions are rare; a few patients 
complain of a nauseating taste or odor, or 
of a tendency to gag, at first. An urge to 
cough is provoked fairly often by the first 
inhalation, but this rapidly subsides. There 
has been no evidence of irritation, addic- 
tion or other harmful result, even in those 
patients who have used several Oralators 
successively. In no case did the Oralator 
appear so to dull the cough reflex that 
secretions could accumulate and do harm. 
It did not sedate the larynx. 

Table I, summarizing the writer’s results 
with a series of cases which could be fol- 
lowed carefully, gives some basis for pre- 
liminary conclusions as to conditions in 
which use of the Oralator may be ad- 
vantageous: 


Discussion 


In this series, best results were obtained 
with the more common and less serious 
type of cough, of which 81.1 per cent were 
distinctly relieved. Conclusions in regard 
to other conditions are obviously limited 
by the small number of cases available for 
study; but the results, if extended and 
confirmed by others, may suggest some 
interesting possibilities in the use of the 
Oralator as a diagnostic aid, as well as 
an effective medication for common cough. 


As an illustration may be cited the case 
of the young woman who came to the of- 
fice with a constant and violent cough. 
Examination showed a pin lying between 
her tongue and ba cages To test the 
ability of the Oralator to disguise symp- 
toms, she was asked to inhale freely 
through one. There was no easing of the 
cough. A pontocaine spray suppressed 
the cough promptly, permitting removal 

—Continued on page 397 


TABLE 1. EFFECT OF ORALATOR IN VARIOUS CONDITIONS 


Condition 


Laryngotracheitis, chronic 
Laryngotracheitis, acute 
Cough’ accompanying sinusitis 
Tracheobronchitis 

Total showing definite effect 


Relieved Not Relieved 
No. % No. 
100.0 0 
82.1 5 
77.8 8 
75.0 4 
81.1 


| 


Unknown 

Atrophic pharyngitis 

Contact ulcer of the arytenoids 
Esophageal diverticulum 
Neurosis 

Cough in pulmonary tuberculosis 
Bronchiectasis 


Total showing little or doubtful effect 


100.0 
100.0 
100.0 
100.0 

66.7 


Pertussis 
Foreign body in the vallecula 
Carcinoma of the lung 
Bronchial asthma 
Total showing no effects 
Total, all conditions 


NI NNR KEN 


Ww 


“Relieved” means ‘Adequate relief from cough; no further medication required;” 
it does not refer to progress of the cause. “Not relieved” again means only that some 
further medication was needed, not that the disease process had changed. 
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/Antibiotic-detergent Aerosols and Supportive 


Therapy in Pulmonary Tuberculosis 


Edwin J. Grace, M.D., F.A.C.S.* 
and 


A review of the data at present avail- 
able on the treatment of pulmonary tuber- 
culosis with streptomycin would seem to 
indicate that undue emphasis has been 
placed on the parenteral use of this 
antibiotic, with relatively little attention to 
the principles of topical application and 
adequate supportive procedures. In previous 
papers dealings with the treatment of 
chronic intractable disease of another cate- 
gory (chronic osteomyelitis) in which 
antibiotic therapy was indicated, we have 
shown that results hitherto unattainable 
have been produced by supplementing 
parenteral therapy with local application of 
antibiotic-detergent solutions.’ Two fun- 
damental principles have been observed: 
1) Every effort should be made to bring 
the antibiotic directly into effective bac- 
teriostatic contact with the infecting or- 
ganisms, and 2) Qualitatively and quanti- 
tatively the therapeutic agent employed 
should be calculated to avoid the selection 
of resistant bacterial strains. 

In bringing the antibiotic into effective 
contact with pathogenic bacteria within 
the infected lung it is obvious that in- 
halational administration with a surface 
tension reducing agent may be of ad- 
vantage. Any substance applied by the in- 
halational route has an opportunity to 
reach infected surfaces and cavities directly, 
provided there is a patent airway, and 
physical characteristics of the aerosol are 
such that it is not lost by impingement in 
the larger branches of the respiratory tree. 
When employing streptomycin the un- 
pleasant toxic manifestations of vestibular 


*Grace Clinic, Brooklyn, N. Y. 
tBiological Laboratory, Cold Spring Harbor, N. Y. 
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disturbance can be avoided if, instead of 
stressing massive systemic dosage, a lower 
dose is applied to the general region where 
its effects are desired. By topical applica- 
tion the local concentration may conceivably 
be made higher than when only parenteral 
methods are used. Where penetration can 
be enhanced with a detergent, the local 
administration of antibiotics is unexcelled 
for the treatment of regional infection and 
may succeed where other methods have 
failed.* Effective contact—the first aim of 
antibiotic therapy—is achieved. 
Quantitative attainment of a dose of 
streptomycin that will prevent the in vivo 
selection of resistant Myco. tuberculosis 
must be determined empirically by pro- 
longed and extensive clinical studies. It is 
well within the realm of possibility that 
parenterally administered streptomycin, as 
now manufactured, may never be given in 
adequate doses for chronic pumonary 
tuberculosis without prohibitive toxic ef- 
fects upon some individuals. Direct topical 
administration of aerosolized streptomycin 
in lower doses must therefore be explored 
thoroughly. If the origin of resistant bac- 
teria as interpreted by Demerec* is to be 
avoided a simultaneous use of several 
antibacterial substances in aerosolized form 
is indicated. Occasional mutant forms fe- 
sistant to one component may then be 
eliminated by another. Although Myco. 
tuberculosis is resistant to penicillin we 
have incorporated penicillin, Zephiran and 
streptomycin into a solution intended for 
the control of secondary invaders in the 
lungs, as well as for effect directly on the 
tubercle bacillus. The cationic wetting 
agent known as Zephiran will synergisti- 
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Fig. 1.—Cavity noted in Case 1, in left upper lobe on 10/30/46 (A), has 
entirely disappeared (B), and patient is now free from all symptoms of pulmo- 
nary tuberculosis. 


cally enhance the bacteriostatic activity of 
penicillin in vitro, although its effects are 
diminished by blood. The material is used 
routinely in gynecological and ophthalmo- 
logical practice and has been found to 
possess marked basteriostatic activity in 
vitro against the tubercle bacillus.® 
Employment of antibiotic detergent 
aerosols in a variety of pulmonary dis- 
orders has been described.* In the cases 
now to be reported we have obtained ex- 
cellent results in chronic fibrotic disease 
with cavities in spite of the opinion cur- 
rently prevalent that such patients often 
experience only a temporary arrest of the 
disease. Parenteral therapy has been sup- 
plemented with aerosol treatment as in- 
dicated. By way of counteracting the gen- 
eral toxemia of tuberculosis, attention has 
been given to liver function with admin- 
istration of appropriate vitamins, diet, 
parenteral liver extract and iron. Roentgen- 
ographic evidence of improvement noted 
in the cases to be described has been ex- 
amined critically by several investigators 
in close contact with an extensive strepto- 


MEDICAL TIMES, DECEMBER, 1947 


mycin program sponsored by the Veterans’ 
Administration. Their opinion that a most 
gratifying result has been obtained by the 
methods to be detailed prompts us to re- 
port these few histories in the hope that 
other workers will become interested, not 
merely in streptomycin, but in the most 
effective ways in which this remarkable 
substance may be used. 

Case 1. 29-year old nurse, who had 
cough, fever, and general malaise in Octo- 
ber, 1946. X-ray findings then showed 
apical tuberculosis with sedimentation rate 
62 mm. in 60 minutes and sputum positive 
for tubercle bacillus. Hospitalized immedi- 
ately thereafter for five weeks and given 
streptomycin and penicillin aerosol treat- 
ment in Zephiran, supplemented with 
streptomycin and penicillin intramuscularly, 
and general supportive care, with emphasis 
being placed on the need of high carbo- 
hydrate, high protein diet and other thera- 
peutic agents needed as a supplement to 
repair liver damage. After five weeks, dis- 
charged to complete bed rest at home, with 
streptomycin and penicillin continued in- 
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Fig. 2.—Large cavity with fluid level in Case 2, observed on January 8, 1947 
(A), has disappeared (B) and apparently fibrosis has arrested the disease 
process. Clinically patient is in good health. 


tramuscularly. Since then seen at the Clinic 
periodically and improvement steady. 
Patient has gained weight, has no cough, 
is in excellent condition. On subsequent 
repeated examination sputum was negative 
and has remained so consistently. Three 
gastric contents (May 12th, 13th and 14th, 
1947) cultured for tubercle bacillus and 
found negative. 

Sedimentation rates: 


10/30/46 62 mm. 
1/2/47 38 mm. 
1/28/47 25 mm. 
3/6/47 17 mm. 
4/21/47 12 mm. 


Liver function studies: 


2/4/47—Bromsulfalein Grade 0 
Thymol turbidity 0 units 
Takata-Ara Neg. 
Hanger’s Neg. 


X-ray findings: 
10/30/46—Chest—There is a moderate 
infiltrative lesion involving the left 
apex. In the first interspace anteriorly 
there is a small cavity in this apical 
lesion. This is undoubtedly an apical 
tuberculosis. 


4/22/47—Chest—There is a minimal 
residual fibrosis in the left apex. 
There is no visible cavity formation 
and no visible active infiltration at 
this time. 

4/28/47 — Tomograph of chest — Re- 
veals previously reported fibrosis, but 
no cavity formation in the left apex. 

Case 2.—51-year old housewife, first 

under our care January 8, 1947, at which 
time she received a diagnosis of advanced 
bilateral pulmonary tuberculosis, having 
been under treatment elsewhere for over 
two years. She had severe pulmonary 
hemorrhage three days prior to referral to 
the Clinic. The right side had previously 
been treated with pneumothorax and then 
expanded. Hospitalized by us for almost 
nine weeks and treated with detergent 
aerosol therapy (streptomycin and _peni- 
cillin). Appropriate care also given for 
diabetes. Two weeks after aerosol therapy 
was started, left phrenicotripsy performed. 
At home after hospital care the patient 
showed signs of vestibular disturbance with 
recovery 14 days after the onset of 
symptoms, during which time streptomycin 
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Fig, 3.—Tomograph studies on Case 3 on 3/14/47 show advanced bilateral 

disease with multiple cavities in the right lung (A). X-ray studies on 5/20/47 

show all cavities have disappeared (B), and clinically patient is enjoying 
excellent health. 


was discontinued. X-rays taken here on 
discharge from hospital show definite evi- 
dence of improvement. X-ray report is 
also included which was taken on day of 
admission to our service. 
X-ray findings: 
1/8/47—Chest—There has been con- 
siderable increase in the infiltrative 
change over the left upper since the 
previous examination, and a large 
cavity has formed in the region of the 
left apex and this cavity shows a fluid 
level. There is extensive infiltration. 
Diagnosis: Bilateral pulmonary tuber- 
culosis with cavity. 
4/24/47—Tomograph—There is mas- 
sive fibrosis with calcification of the 
left apex. There are no cavities seen. 
6/3/47—Tomograph—There is no def- 
inite cavity formation visualized in“ 
the tomograph of the chest. 
Sedimentation rates: 
2/27/47 
3/25/47 
4/25/47 
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38 mm. 
19 mm. 
12 mm. 


Liver function studies: 

3/25/47—Bromsulfalein Grade 0 

Thymol turbidity negative 
Cephalin floccul. negative’ 
Takata-Ara negative 

Since April 15, 1947 her sputums have 
been consistently negative. When the 
patient was first under our care we gave 
her 50 units protamine zinc insulin and 60 
units regular insulin daily, but with the 
improvement and control of pulmonary 
tuberculosis, the dose was diminished and 
she now takes 20 units of protamine zinc 
and 20 units of insulin daily. 

Case 3. 26-year old veteran with 31 
months service with U. S. Navy who, when 
discharged in December 1945, showed 
suspicious shadow in chest x-ray. Re-ray 
was advised in six months. This re-ray 
done but no definite diagnosis could be 
established. In October 1946, four positive 
sputums were obtained and characteristic 
rotengenographic findings definitely estab- 
lished diagnosis of pulmonary tubercu- 
losis. Patient had pneumothorax therapy 
elsewhere by private doctor but was finally 
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put in veterans’ hospital. After three weeks 
treatment there, the disease was getting 
progressively worse. He left that hospital 
and came under our care. We hospitalized 
him over a period of five weeks, during 
which time he was treated with antibiotic- 
detergent aerosols, plus a phrenicotripsy, 
and intramuscular injections of 1 gram of 
streptomycin in oil twice a day. Diagnosis 
on 3/14/47 at time of admission to our 
care was bilateral pulmonary tuberculosis 
with multiple cavities; worse on the right 
than on the left. On 5/20/47 tomograph 
of the chest made at the Clinic revealed 
the following: 

There is a definite fibrosis and infiltra- 
tion of the major portion of the right 
upper lobe. The left hilar area shows some 
infiltration. Probable chronic tuberculosis. 
The tomograph reveals no active cavities. 

Liver function tests (Thymol turbidity, 
Hanger’s and Takata-Ara) were negative; 
also sedimentation rate, when last taken 
here on 5/20/47, was 3 mm. in one hour, 


as against a sedimentation rate of 60 mm. . 


in an hour when first seen. The sputum 
became negative on 6/3/47 and six con- 
centrated sputa have been negative since 
then, the last reported on August 18th, 
1947. The patient is gaining weight and 
clinically is most satisfactory. He has no 
symptoms of tuberculosis and no cough. 

In using the principle of antibiotic- 
detergent aerosol therapy for pulmonary 
tuberculosis with its accompanying syner- 
gism, we have tried to have the patient 
inhale every 6 to 8 hours 1/ cc. of neo- 
synephrine 25% solution in an oxygen- 
motivated nebulizer, breathing this deeply 
into the lungs. This is immediately fol- 
lowed by 300,000 units of streptomycin 
and 100,000 units of penicillin dissolved 
in 3 cc. Zephiran chloride aqueous solu- 
tion 1:1000. The patient is instructed to 
take at least one hour to accomplish this 
procedure following which 1 cc. of saline 
is used to wash the aerosolizer and this is 
inhaled. As a supplement to the above, 
500,000 units of streptomycin and 500,000 
units of penicillin are given every 12 hours 
in oil, intramuscularly. 

In Case 1 it was necessary on three 
occasions to discontinue for two days the 
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use of Zephiran chloride as a solvent tor 
the aerosolized penicillin and streptomycin 
and substitute saline, due to irritation of 
the nasopharynx. 

We have not, in over 15 cases, en- 
countered any serious vestibular disturb- 
ance to date. We feel that a definite con- 
traindication to this plan of therapy exists 
in the patient with a tension cavity. One 
patient with such a cavity, we believe, was 
made definitely worse. 

Case 4. 36-year-old woman when first 
seen at the Clinic in February, 1940, with 
history of pulmonary tuberculosis discov- 
ered in 1934. Pneumothorax started 
November that year with a satisfactory re- 
sponse until end of 1935. Patient had 
pleural fluid that became infected and has 
had discharge with mixed pleural infection 
that has persisted for the last 12 years. 
Has had complete thoracoplasty but fistu- 
lae have been persistently purulent from 
the infected pleura. Patient had high sedi- 
mentation rate and pronounced secondary 
anemia. In 1944 her hemoglobin was 59%. 


Fig. 4.—The tuberculous sinuses noted in 
Case 4 have been closed since being treated 
with detergent streptomycin solution. 
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Three months after closure of the fistulae 
hemoglobin was 96%. On October 14 and 
October 15, 1946, a solution was made 
of 20 cc. of Zephiran Chloride aqueous 
solution 1-1000 with 1 gram of strepto- 
mycin, and 5 cc. were injected directly 
into the pleural cavity every five hours for 
6 doses. This sinus closed promptly and 
has remained so to date (August, 1947). 
The patient is now able to resume active 
household duties and has no complaints. 
Liver function studies on 1/28/47: 
Takata-Ara negative 
Thymol turbidity negative 
Hanger’s negative 
Bromsulfalein negative 
DIsCUSSION 
Although we have attempted to apply 
clinically a more ideal method of therapy, 
we are mindful of the remote possibility 
that insidious sub-clinical damage might 
be associated with the plan of treatment 
described. Consequently liver function and 
vital capacity stiles have frequently been 
done in spite of the obviously excellent 
clinical recovery. The speed with which a 
high Gaffky count will immediately drop 
shortly after the start of this therapy is 
noteworthy. In patient No. 2 we en- 
countered vestibular disturbance; however, 
when the streptomycin was discontinued 
this complication gradually subsided. 
Another noteworthy observation on this 
patient, who had diabetes mellitus, in addi- 
tion to the pulmonary tuberculosis, was 
that the dosage of insulin could be dimin- 
ished as the pulmonary infection subsided. 
When first seen she took 50 units of 
protamine zinc insulin and 60 units of 
regular insulin daily. She now takes 20 
units of each daily. 
It is possible that at the present time 
streptomycin is not being used to the best 
advantage. It is now time to make any re- 


quired correction so that the danger of 
resistant strains developing may be cur- 
tailed and the greatest therapeutic benefit 
may be obtained.’ This aim may be de- 
stroyed if the profession ignores the 
problem of which routes of administration 
and what adjuvants, if any, contribute to 
the most efficient use of antibiotics. 
Another equally important question is the 
future of thoracic surgery in its relation 
to aerosol therapy for. the treatment of 
pulmonary diseases. It would seem to us 
that radical surgery of the chest—thoraco- 
plasty in particular—should be held in 
abeyance until more extensive experience 
with aerosol therapy has been obtained on 
a larger series of cases. It must be con- 
sidered that once the thoracoplasty has been 
done it presents an absolutely irreversible 
process. In accordance with our concept, 
aerosol therapy with parenteral supplement 
can be tried, and if it is not successful, a 
thoracoplasty may always be done. In the 
very extensive program being carried out 
at the present time for the early recognition 
of people with pulmonary tuberculosis, this 
represents an ideal method of dealing with 
these early incipient cases. There would 
seem to be no doubt that even suspected 
cases may have the benefit of aerosolized 
streptomycin and penicillin, thus possibly 
preventing the subsequent dainage asso- 
ciated with chronic pulmonary tuberculosis. 

Note—On November 18, 1947, in 
No. I has had a recurrence in the left lobe. 
checking the follow-ups on these patients 
for this publication, we learned that case 

We would like to emphasize that this 
— refused the benefit of temporary 
emidiaphragmatic paralysis by phrenico- 
tripsy. It is interesting to note that the 
other two cases reported, in which this 
procédure was followed, both seem to have 
made a very satisfactory recovery. 
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The Complex Problem of Rheumatic 


Fever, Its Complications and Treatment 


This summarization attempts to cover all of the known therapeutic infor. 
mation on the subject and is designed as a time-saving refresher for the 


busy practitioner. 


Therapy with Drugs 


Drug therapy of the active stage of 
rheumatic fever is somewhat of a problem. 
Penicillin has been investigated but has 
been found to be harmful when admin- 
istered over a long period of time.'®'” It 
has been found useful in treating the inter- 
current infections and its use orally as a 
prophylactic is being investigated. 


Sulfonamides 


Because of the relationship between the 
rheumatic fever state and the streptococcic 
infection of the throat the sulfonamide 
drugs were investigated for their value in 
the therapy of rheumatic fever. Those 
Sang who had, along with the rheumatic 
ever, an intercurrent tonsillitis, sinusitis 
or otitis media caused by an hemolytic 
streptococcus were treated with the usual 
dosage of sulfadiazine in conjunction with 
the commonly used salicylate therapy.’ 
Strangely enough, the workers who re- 
ported on this clinical study observed that 
the number of rheumatic fever patients 
and the number of recurrences increased 
appreciably. The prophylaxis of recurrence 
of rheumatic fever with the sulfonamide 
drugs will be discussed later. 


Salicylates 


The salicylates have been recognized for 
their analgesic and antipyretic action in 
the treatment of rheumatic fever for many 
years. However, it is doubtful whether they 
alter the course of the disease in any 
manner, particularly after the sensitizing 
stage is passed. In the second and third 
cycles and in the prolonged monocyclic 
cases very little effect of any kind is ob- 
served. In cases of the first attack salicylate 


From the Editorial Research Department of the 
Mepicat Times. 
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(Concluded from November, 1947.) 


therapy does relieve the pain, lower the 
temperature and hasten the absorption of 
the transudate in the serous cavities. 


Parenteral Administration 

The preferred method of administration 
of salicylates is the oral route since the 
intravenous mode is not only undesirable 
but unnecessary. In very rare instances 
salicylates cannot be given orally, thus 
necessitating intravenous administration. 
When this is required 1000 cc. of a 1 per 
cent solution of sodium salicylate are given 
over a period of 6 to 10 hours. This not 
only tires the patient but also places an 
added strain on the right side of the heart. 
A 10 per cent solution may be used and 
given in doses of 10 cc. at the rate of 1 cc. 
per minute using a 26 gage needle. This 
provides an adequate blood level of sal- 
icylate but it may result in sclerosing of the 
veins, thus making frequent administration 
difficult. Very little benefit is derived from 
salicylates in cases with congestive heart 
failure since the drug is so slowly absorbed. 
When administered rectally the amount 
absorbed into the blood stream is insufh- 
cient to be of any value.’® 


Oral Administration 

Orally the salicylates are usually ad- 
ministered as the sodium salt in doses of 
1.6 Gm. (25 grains) along with 0.65 Gm. 
(10 grains) of sodium bicarbonate every 
four hours day and night with 3000 cc. of 
water. If preferred 1.3 Gm. (20 grains) 
of acetylsalicylic acid and 1.3 Gm. of 
sodium bicarbonate may be employed in- 
stead. Such dosages raise the concentration 
of salicylate in the blood to the optimum 
of 30 to 50 mg. per 100 cc. within 24 
to 28 hours. This level can be maintained 
by regular administration of the drug with 
sufficient water. It is possible to show the 
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presence of salicylate in the blood within 
15 to 30 minutes after administration since 
the drug is rapidly absorbed from the upper 
gastro-intestinal tract. Because of this rapid 
absorption enteric coated tablets should 
never be used since their slow disintegra- 
tion may cause them to be deposited in the 
colon and when finally disintegrated ab- 
sorption of a toxic dose may result. Within 
24 hours after cessation of therapy prac- 
tically all salicylate disappears from the 
blood due to its rapid elimination by the 
kidneys.? 


Para-aminobenzoic Acid 


A recent report on blood concentration 
of salicylates showed that the daily admin- 
istration of 24 Gm. of p-aminobenzoic acid 
along with 10 Gm. of salicylic acid raised 
the blood level from 12.5 to 34.5 mg. per 
100 cc. within 7 days and the patient 
showed improvement.” 


Salicylism 

Salicylism, although infrequent at the 
dosage given, may result from oral ad- 
ministration of salicylate, particularly if the 
patient .is ambulatory. Immediate rest 
usually relieves this condition. Symptoms 
of salicylism include tinnitus aurium, 
burning of the eyes, sweating, cerebral 
excitement, irritability, irresponsibility and 
gastric irritation. Ingestion of a large 
quantity of water and food with the drug 
usually avoids the gastric irritation. Elimi- 
nation of this disturbance is the main 
reason for the use of the sodium bicar- 
bonate. The sodium salt and the acetyl 
derivative are converted by the hydro- 
chloric acid of the stomach to salicylic acid.? 
It has been reported that slightly smaller 
doses of sodium ‘bicarbonate do not affect 
the level of salicylic acid in the blood.”**! 
In cases where large and continued doses 
of salicylates are necessary hypoprothrom- 
binemia has been found to occur. The in- 
cidence of this condition is increased in 
theumatic fever due to the vascular damage 
which so frequently occurs. Thus the ad- 
ministration of vitamin K is recommended 
as a prophylactic measure in conjunction 
with prolonged salicylate therapy.?!*-!" 
Tablets containing 0.3 Gm. of acetylsali- 
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cylic acid and 0.3 mg. of menadione (vita- | 
min K) are available for this therapy. 


Digitalis 

Some practitioners employ digitalis dur- 
ing the active stage of rheumatic fever but 
its value at this point is questionable. It is 
rather of use in those cases where there is 
an active carditis and congestive failure of 
the heart results. The full oral dosage of 
1 U.S.P. unit per 10 pounds or 4.5 Kg. of 
body weight is started and increased by an 
additional unit for each day necessary to 
obtain full digitalization. When this is 
complete a maintenance dose of 1 U.S.P. 
unit is administered daily. Rest and no 
smoking are all that are indicated in the 
few cases where there is a paroxysmal 
auricular fibrillation or tachycardia. Quini- 
dine or digitalis are not necessary. Ar- 
rhythmias occurring occasionally during the 
course of the carditis are not improved by 
quinidine or p-hydroxy-a’-methylphenyleth- 
ylamine.! 


Diuretics 


The onset of congestive heart failure in 
the state of carditis is an indication for the 
administration of diuretics, which are con- 
sidered of great value. The heart generally 
fails first on the right side due probably to 
an accompanying rheumatic pneumonitis. 
This latter condition decreases the vascular 
oer pa tree to such a degree that the 

lood pressure in the lesser circulation is 
elevated and throws a marked strain on the 
right ventricle.! Diuretics which have been 
used effectively include theobromine and 
sodium acetate 0.5 Gm. (714 grains) or 
theophylline ethylenediamine 0.2 Gm. (3 
grains) four times daily. Mercurial diu- 
retics should not be used in cases of acute 
carditis since any renal impairment or in- 
flammation would be increased by the 
anuria produced. They are useful, however, 
when intravenously administered in cases 
where complete bed rest has not aided the 
liver engorgement and the peripheral 
edema. 


Oxygen 


In those cases where rheumatic pneu- 
monitis and congestive heart failure are 
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accompanied by cyanosis, dyspnea, restless- 
ness and tachycardia oxygen therapy has 
proven helpful. It may be given early in 
the onset and continued until the. patient 
no longer has any difficulty. The nasal tube 
method is preferred for its ease of admin- 
istration, avoidance of the coldness of the 
oxygen tent, ease of nursing care and feed- 
ing and less annoyance to the patient. The 
oxygen should be passed through a humidi- 
fier into the nasopharynx at the rate of 4 
liters per minute.* 


Miscellaneous Methods 


Blood plasma is not indicated during the 
active stage of rheumatic fever, in fact in 
most cases the patient is made worse.! 
Serums and vaccines have also been proven 
failures.***5 Fever therapy has been demon- 
strated as having a rapid effect in clearing 
up chorea and it is possible that it may 
decrease the severity of subsequent cardiac 
lesions but it has not been thoroughly 
evaluated.***8 A study made of the effect 
of Roentgen therapy in the active phase of 
carditis revealed that this therapy had no 
therapeutic effect in rheumatic fever. The 
few beneficial effects noted were believed 
to be psychogenic.?%3! 


Comparative Study 


A therapeutic study comparing various 
rypes of drug therapy in 150 cases of acute 
rheumatic fever revealed that sulfathiazole, 
penicillin and sodium bicarbonate alone 
were of little or no value.*** Two groups of 
cases given sodium salicylate (4.0 to 6.7 
Gm. daily) and sodium bicarbonate (4.0 
to 6.7 Gm. daily) and sodium salicylate 
(4.0 to 6.7 Gm. daily) and ascorbic acid 
(200 mg. daily) showed no striking dif- 
ference. In the case of those receiving 
sodium salicylate and ascorbic acid there 
was a diminution in toxicity. 

A group of 55 cases were given 4.0 to 
5.3 Gm. of the calcium double salt of 
benzoic acid and succinic benzyl ester and 
200 mg. of ascorbic acid daily. When com- 
pared with the 65 salicylate-treated cases 
the 55 cases treated with the succinate com- 
pound appeared to respond more favorably. 
The duration of acute symptoms such as 
fever, leukocytosis and accelerated sedi- 
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mentation rate, and total days of hospi- 
talization were uniformly and significantly 
reduced. Only 19 per cent of the succinate- 
treated cases developed signs of carditis as 
compared with 67 per cent of the salicylate- 
treated cases. No relapses occurred in the 
cases treated with the succinate compound 
whereas 7 per cent of the salicylate-treated 
cases showed relapses of rheumatic activity. 
Drug toxicity was observed in 19 per cent 
of the salicylate therapy cases and in only 
2 per cent of the succinate compound 
therapy cases. 

The effectiveness of the succinate com- 
pound is believed to be due to the role of 
succinic acid as a catalyst in biologic oxi- 
dation. In rheumatic fever there occurs a 
widespread interference with various con- 
stituents which are involved in tissue oxi- 
dation. Such changes include porphyrin- 
uria, lowering of plasma ascorbic acid and 
vitamin A levels and changes in gluta- 
thione. The theory is advanced that there 
is an oxidative inactivation of various 
enzymes in the course of the rheumatic 
fever condition. The succinate compound 
is therefore thought to prevent the inhibi- 
tion of succinic dehydrogenase. or cyto- 
chrome C reductase. Due to its activity as a 
reducing agent it may also inhibit the in- 
activation of other respiratory enzymes. 
Calcium and ascorbic acid enhance the 
activity of succinic dehydrogenase. Thus 
the calcium salt of the succinate compound 
and simultaneous administration of as- 
corbic acid are indicated. This work and 
these hypotheses remain to be proven. 


Inactive Stage 


As the inactive or quiescent stage is 
reached the periods of rest can be shotrt- 
ened, The temperature should be recorded 
daily. At this stage the physician can grad- 
ually decrease the number of calls made 
upon the patient. 


Climate 


A warm, dry climate and gradual ex- 
posure to sunshine is beneficial although it 
does not eliminate the incidence of rheu- 
matic fever entirely. The type of disease 
seems to differ with the climate. Physio- 
therapy is of value only in the older age 
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patient where there is a residual muscular 
weakness, arthralgia, fibrositis and bursitis." 


Rehabilitation 


A period of reconditioning and re- 
habilitation should be begun as soon as 
the patient is sufficiently well. Deep breath- 
ing exercises as described by Goldthwait 
should be started. These are followed by 
muscle extension and flexion exercises in 
bed and when the patient is considerably 
improved other exercises should be started. 
Exercise increases the circulation of the 
blood thus oxygenating the tissues, prevents 
muscular weakness and maintains muscle 
tone, prevents fatigue and improves inter- 
est and morale. 

An educational program is the next step. 
The patient should be encouraged to read 
first and then as he progresses studies 
should be started for 2 to 3 hours daily. 
He should also be directed to some type of 
occupational therapy. All of this is a boost 
to the patient’s morale and speeds his re- 
covery as well as equipping him for a re- 
turn to normal life. 


Rheumatic Pneumonia 


Some of the recent literature presents 
evidence which militates against rheumatic 
pneumonia as a disease entity. Much of it, 
however, not only supports the view that 
pulmonary lesions are specific but also that 
they are allergic in their genesis and mani- 
festations. According to the theory of 
allergenesis of exudative rheumatic pneu- 
monitis, the antigens fabricated in the 
proliferative lesions of the heart circulate 
and sensitize cells of the pulmonary 
alveolar endothelium, and in addition, 
bring about a gradual increase in humoral 
antibodies. When antibody titer is suffi- 
ciently high, the antigen-antibody reaction 
becomes violent enough to injure the sensi- 
tized cells. The resultant exudative lesions 
are seen in all phases of their production 
from slightly increased capillary permea- 
bility with edema, through endothelial 
necrosis and hemorrhage, to organization 
of the exudate and final fibrosis.** 

Many workers have accumulated evi- 
dence to show the specificity of rheumatic 
pulmonary lesions.**-88 If this specific pul- 
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monary lesion is anaphylactic in nature 
rheumatic fever will be altered consider- 
ably. It is not unlikely that rheumatic fever 
immunization, either active or passive, can 
some day be produced in humans. How- 
ever, this remains to be proven. 


Prophylaxis of Recurrence 

Once the initial attack of rheumatic 
fever has subsided and convalescence is 
then the method of therapeutic attack in 
completed the indiviaual faces, of course, 
the risk of recurrence or reactivation. The 
incidence of such recurrences is as follows:*® 
25 per cent between the ages of 4 and 13 
years; 8.6 per cent between 14 and 16; 
3.7 per cent between 17 and 25; and the 
average overall for children 4 to 16 years, 
20.6 per cent. During the year following 
the attack the risk of a major recurrence 
is greater than that in one or more years 
following freedom from attack. In the 
same age brackets the percentages are 20, 
10.7 and 6.6 respectively. In patients hav- 
ing one to three recurrences the rate does 
not differ significantly. The severity of the 
disease does not seem to influence the risk 
of recurrence for the rate does not differ 
to any extent in those who had arthritis 
and chorea with or without an active 
carditis. 

Many attempts have been made to pre- 
vent such recurrences.” Tonsillectomy is 
no longer a routine procedure although it 
is generally agreed that diseased tonsils 
should be removed when the active rheu- 
matic state has subsided. It has been shown 
that a period of at least six months after 
the quiescent state has been reached should 
have passed before foci of infection such 
as tonsils or teeth can be removed safely.' 
Penicillin or sulfonamides should be ad- 
ministered as prophylactic measures before 
teeth are extracted. In some few patients 
where pharyngitis is frequently a problem 
electrocoagulation of the excessive lym- 
phoid tissue of the pharynx has proven 
of value. Salicylates are useful in recur- 
rences only as antipyretics and analgesics 
for they do not proiv the sensitized 
person. 


Sulfonamides 
The sulfonamides of course have been 
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studied in relation to rheumatic fever. The 
administration of sulfanilamide to con- 
valescent patients appeared to decrease the 
number of recurrences.“!* In the recur- 
rences an hemolytic streptococcic infection 
had already started and thus the sulfanila- 
mide was not effective.*’ 

To a small but representative series of 
patients who had at least one definite at- 
tack of rheumatic fever within the preced- 
ng year but no activity for six weeks 
sulfanilamide was given for ten months in 
doses ranging from 0.6 Gm. to 3 Gm. 
daily in three equal parts.‘ Careful checks 
were made and some patients were dropped 
because of toxic reaction. Leukopenia is the 
chief danger. The drug should be discon- 
tinued if the white count falls below 4500. 

A later survey showed sulfonamides have 
definite advantages and disadvantages and 
that their indiscriminate and indefinite use 
is not warranted and not practical.4* The 
decision as to which patients should be 
protected should be based on the evaluation 
of the recurrence risks in each case. The 
higher risk of recurrences in childhood 
and early adolescent years, the fact that 
relapses occur most frequently in the years 
following a rheumatic attack, and the 
higher incidence and greater danger of re- 
currences in those who had previously 
suffered most frequent or severe attacks of 
rheumatic carditis should all be considered. 
Treatment should be sufficiently prolonged 
to allow the pened for maintaining 
inactivity until adolescence has been 


reached or for five years since the last at- 
tack in children or adolescents who have 
had repeated or severe attacks of rheumatic 
carditis. 

Sulfadiazine has been tried and found 
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Thyroid Disturbances and Their 
Therapeutic Approach 


This summarization attempts to cover all of the known therapeutic infor- 


mation on the subject and is designed as a time-saving refresher for the 


busy practitioner. 


Wharton first described the thyroid 
gland in 1656 and erroneously attributed 
to it a number of functions. In 1874 Gull 
found that atrophy of the thyroid gland 
was related to the symptoms which today 
are considered characteristic of thyroid de- 
ficiency. Thus originated the commonly 
used name “Gull’s Disease” for hypo- 
function of the thyroid. It was not until 
1895 that Magnus-Levy first discovered 
the influence of the thyroid gland on the 
metabolic rate. 

Thyroglobulin, the hormone secreted by 
the thyroid gland, is a red-staining colloid 
material. Chemically it is an iodine-con- 
taining protein having a molecular weight 
of gees 675,000. Hydrolysis of 
this hormone yields a crystallizable amino 
acid known as thyroxin. This substance 
contains 65 per cent iodine and has the 
same physiologic activity as thyroglobulin, 
the natural hormone from which it is de- 
rived. Thyroxin contains approximately 
half of the total iodine of thyroglobulin 
and the remainder is present in another 
amino acid, diiodotyrosine. The formulas 
for these substances are as follows: 


I 


HO COOH Diiodtyosine 


HO< = Thyroxin 
I 


possesses only one ten 
thous: . of the metabolic effect of 


thyroxia. 


From the Editorial Research Department of the 
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The thyroid hormone is concerned with 
the regulation of the metabolic rate of the 
body, which function is known as its 
calorigenic action. In the presence of this 
hormone the cells are more active, thus 
more rapidly metabolizing food substances. 
All tissue cells are believed to be affected 
as well as the utilization of all foodstuffs. 
Normal growth and development are de- 
pendent in a large part upon the thyroid 
hormone and a deficiency of this hormone 
results in impairment of function. A close 
relationship exists betwen the thyroid and 
the other endocrine glands. It is thought 
that the thyroid hormone potentiates the 
effect of all other hormones. Normal in- 
volution of the thymus does not take place 
unless the thyroid functions properly. Cal- 
cium excretion is increased and the para- 
thyroid hypertrophies when a state of 
hyperthroidism occurs. The gonads are 
also affected by the thyroid secretion. 
Normal thyroid function does not take 


place without sufficient of the thyrotropic* - 


hormone of the anterior pituitary. When 
this is inadequate the thyroid gland 
atrophies and less hormone is secreted. 


Thyroid Hypofunction 


A number of clinical conditions appear 
when the thyroid hormone is either absent 
or deficient. Myxedema is the syndrome 
which occurs when there is a marked de- 
ficiency of this hormone. 


Adult Myxedema 


Adult myxedema or Gull’s disease re- 
sults when the thyroid ceases to function 
as a result of atrophy or surgical resection, 


* Also spelled thyrothropic, the form preferred 
by some authorities. 
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The cause for atrophy of the gland has 
not been determined. The thyrotropic 
Principle of the anterior pituitary is not 
responsible since in such cases it usually 
is hyperactive in order to compensate for 
the deficient thyroid hormone.! The cause 
is believed to be basically in the thyroid 
gland. 

Myxedema is characterized by a slowing 
up of all the reactions in the body. The 
degree of the deficiency controls the sever- 
ity of the condition. In mild cases it is 
possible to have an hypothyroid condition 
without the myxedema. Women develop 
myxedema more commonly than men and 


MYXEDEMA 


Typical Case, Untreated 


After Treatment 


There may be a pinkish flush over the 
cheekbone area. The upper eyelids become 
very swollen and the patient has difficulty 
in holding open his eyes, which results in 
an elevation of the eyebrows. 

The hair becomes coarse and brittle and 
sparse and its growth is greatly retarded. 
The fingernails grow more slowly, become 
brittle and thick and may be pitted. Speech 
becomes very slow, the voice is husky and 
low-pitched. The gait resembles a waddle 
and often there is a tendency to stumble. 
Mentality and hearing are impaired and 
the individual is drowsy and placid. The 
extremities may be cold and the patient 
becomes sensitive to 
cold although the room 
may be normal in tem- 
perature. A very impor- 
tant and typical symp- 
tom is the absence of 
perspiration even in ex- 
treme hot weather. 
There may be stiffness 
and pain in the joints. 
The resistance to infec- 
tion is lowered and any 
surgical wounds are 
slow in healing. Very 
little free hydrochloric 
acid is present in the 
gastric juice and there 
may be a tendency for 
ulcers to develop. Con- 
stipation and a decrease 
in gastrointestinal ac- 
tivity occur. Smooth 
muscle function may be 
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usually between the ages of 40 and 60. 
The onset is gradual and the characteristic 
symptoms may not be observed until the 
basal metabolic rate has dropped below 
—20. In some cases the condition may be 
present for years and be incorrectly diag- 
nosed. An increase in weight accompanied 
by anorexia and a gradual mental and 
ee retardation may be noted. The face 

comes expressionless, pallid, puffy and 
gtadually mask-like. The skin is dry, cold, 
rough, scaly and thick due to infiltration. 
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atony of the urinary 
bladder. Voluntary 
muscles are weak and flabby. Dilatation of 
the heart, a decrease in cardiac output and 
anginal pains occur. The pulse is usually 
slow but the blood pressure does not show 
any uniform trend. In both male and 
female the sexual function is depressed 
and in the female amenorrhea may occur. 
Menorrhagia may occur early in the condi- 
tion. 
There is usually an hypochromic or 
erchromic anemia. In the latter case the 
ood picture may resemble pernicious 
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anemia so that a careful diagnosis must 
be made. It is possible for the two condi- 
tions to be present. The patient usually 
develops a decreased tolerance to certain 
drugs such as morphine. There is a high 
sugar tolerance and _hypercholesteremia 
develops and the excretion of calcium and 
phosphorus is decreased. 

The basal metabolic rate in severe cases 
may fall as low as 
—35 or —45. There 


appears to be an in- CRETINIS M 

verse relationship be- Before 

tween the blood 

cholesterol and the and after 
treatment 


basal metabolism.? 


Juvenile Myxedema 

Juvenile myxede- 
ma is a condition 
which occurs before 
puberty. The symp- 
toms are similar to 
those in the adults 
except that in these 
cases there is re- 
tardation of growth 
and sexual develop- 
ment. 

Pernicious ane- 
mia, chronic nephri- 
tis and Simmonds’ 
disease may all be 
confused with myxe- 
dema so that care- 
ful differential diag- 
nosis is necessary. In 
both chronic nephri- 
tis and myxedema a 
secondary. anemia, 
hypertension and 
some albuminuria 
may be observed. However, in the former 
the typical myxedematous appearance of 
the face and body is not present. The basal 
metabolic rate may be as low in nephrosis 
as it is in myxedema but the two can be 
differentiated because of the marked gen- 
eral pitting edema, the reduction in the 
concentration of protein in the serum, the 
reversal of the albumin-globulin ratio, the 
marked albuminuria and finally the ab- 
sence of the myxedematous facies in 
nephrosis. Simmonds’ disease is also char- 
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Cretin Infant, Age 3 


acterized by marked lowering of the basal 
metabolism and amenorrhea but myxedema 
can usually be eliminated if there is no 
cachexia, no myxedematous appearance and 
no roughness and dryness of the skin. 
Absence of the facial symptoms charac- 
teristic of myxedema, the characteristic 
blood picture, and the yellow tint of the 
skin and sclera serve to distinguish per- 


Same Patient, Age 11 

COURTESY OF JACKSON CLINIC 
nicious anemia from myxedema. In rare 
cases pernicious anemia and myxedema 
may exist simultaneously, necessitating 
proper treatment for each.?* 


Cretinism 


Cretinism is seen in infants and very 
young children and has its beginning in 
fetal life or early infancy. It occurs equal- 
ly in both sexes and is characterized by 
retardation of physical and mental de- 
velopment. There are two types of 
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Cretinism: the endemic is the type which 
occurs in regions where the diet contains 
very little iodine, in which cases the thy- 
roid may be atrophied or enlarged but non- 
functioning; the sporadic type is the kind 
which occurs anywhere and is congenital 
in origin. This latter type may occur in 
a child born of healthy parents. The 
cause for this may be either a lack of 
development of the thyroid in the em- 
bryo or a prenatal atrophy of the gland. 

The symptoms of cretinism may appear 
between three to eighteen months of age. 
The child is very slow in growth and 
activity and the development of intelli- 
gence is retarded. The extremities are 
short, the body small but the head large. 
The face is puffy, giving a heavy facial 
expression, and the skin takes on a yellow- 
ish tint. The skin become rough, the lips 
and tongue are thick and the bridge of the 
nose is depressed. The voice and sense of 
hearing are affected. The teeth appear 
late and are usually imperfect and quick 
to decay. Umbilical and inguinal herniae 
are common and there is potbelly. The 
appetite is poor, the heart rate slow and 
constipation is present. The child is usu- 
ally placid and goodnatured but foolish. 
Sexual development is retarded. Usually 
this condition is accompanied by a severe 
anemia and leukopenia with relative 
lymphocytosis. In cretinism the blood 
cholesterol is usually raised and serves as 
a diagnostic aid. A basal metabolism test 
serves to confirm the diagnosis. Standards 
for children have been developed. One 
of the important diagnostic criteria is a 
study by x-ray of epiphyseal development. 
The er union and the appearance 
of ossification centers may show marked 
retardation. This is particularly noticed in 
the bones of the wrists and hands, which 
are also easier to film. 

The only difference in the symptoms of 
endemic and sporadic cretinism is the de- 
gree of severity. The endemic cretin 
usually has more’ symptoms which begin 
at birth or very shortly after and fre- 
quently he also has a goiter. Since this 
condition usually is found in sections 
where iodine is lacking and where simple 
goiter is also endemic it is believed that 


elimination of the goiters would diminish 
the incidence of cretins. Mothers of cretins 
frequently have goiters which do not 
allow for protection of the endemic cretin 
during gestation and lactation. There is 
also an hereditary influence which is built 
by previous generations in the people liv- 
ing in such regions. 


Drug Therapy of Hypothyroidism 


The thyroid glands removed from do- 
mesticated animals used for food by man 
are cleaned, dried, partially defatted and 
powdered to provide an orally active prod- 
uct. Thyroid U.S.P. contains from 0.17 
to 0.23 per cent of iodine in thyroid com- 
bination. The average dose of thyroid is 
60 mg. daily for ten days, but each posi 
must be considered as an individual since 
his response can only be determined by 
clinical observation. Inasmuch as some 
lag may be expected before the effects of 
a dosage increase are observed an interval 
of about two weeks should lapse between 
increases. For maintenance therapy in 
myxedema the maximum daily dose usu- 
ally does not exceed 0.24 Gm. If toxic 
symptoms appear the administration should 
cease.® 

Thyroxin U.S.P. is obtained both from 
the thyroid gland and prepared synthetical- 
ly. It contains not less than 64 per cent 
of iodine as an integral part of the mole- 
cule. It is claimed that the dosage can 
be more accurately determined and that re- 
sults are quicker with thyroxin. How- 
ever, most physicians consider thyroxin un- 
desirable for oral therapy. When neces- 
sary, it can be given intravenously. This 
too is of little advantage since there is a 
long latent period before the maximum 
effects are observed. The crude prepara- 
tions are more readily and completely as- 
similated after oral administration than is 
thyroxin. Expense is another factor in 
favor of thyroid. 

The average dose of thyroxin is from 
0.2 to 2 mg. It is first given in small doses 
and the optimal dose is determined by 
trial in each case. This is carried out by 
daily determination of the metabolic rate 
until the dosage required to produce the 
desired effect is known. When using 
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thyroxin in adults the metabolic rate is 
increased about 2 per cent per mg. dose. 
The lag before full effects are observed 
with both thyroid and thyroxin as men- 
tioned above is considerable. As much as 
10 days to 2 weeks may elapse before the 
maintenance dosage can be properly es- 
tablished and it may then be quite small 
as compared with initial doses. 

Both thyroid and thyroxin if given in 


. excess will cause a state of hyperthyroid- 


ism with typical symptoms to be described 
later. The amount of thyroxin necessary 
to produce such symptoms is relatively 
small. 
When using thyroxin intravenously it is 
first necessary to neutralize it with alkali. 
The following technic may be employed: 
Place the desired dosage (1-10 mg.) in 
a small sterile test tube, add one drop 
of 10 per cent NaOH solution and 1 cc. 
of water. Warm the tube and agitate it 
until dissolved and then sterilize by plac- 
ing in boiling water for several minutes. 
Transfer to a sterile syringe, wash out the 
test tube with 1 cc. of sterile distilled 
water and add the washings to the syringe. 
The combined solution is then injected in- 
travenously. 

There are numerous thyroid prepara- 
tions with varying strengths of iodine. 
It is necessary for the physician to study 
the product he employs in respect to 
strength and use this in establishing the 
proper dosage. If the brands are changed 
he should check this carefully. 

There is also available and described 
in the N.N.R.5 a thyroxin fraction which 
is the partially purified disodium salt of 
thyroxin (approximately 25 per cent) ad- 
mixed with the acid-insoluble humus-like 
products of protein hydrolysis. This prod- 
uct is not to be used for injection. 


Clinical Indications 

One of the few endocrine substances 
effective when orally administered is thy- 
roid. Both the natural hormone, thyro- 
globulin, and the pure principle, thyroxin, 
are absorbed from the gastrointestinal tract. 
Daily administration of the drug exerts a 
cumulative action as shown by the length 
of time over which the effects are still 
noted. 
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Thyroid is specifically indicated as re- 
placement therapy in the treatment of 
myxedema and cretinism. 

In adult myxedema thyroid adjusted to 
the proper dosage level allows the patient 
to lead a normal life. The patient should 
be freed of symptoms but the basal meta- 
bolic rate need not be raised to the normal 
range. Many patients find greater comfort 
when the basal metabolic rate is about 
—5 to —10 per cent. Time of day for 
medication is not a factor. The symptoms 
and metabolic rate are used as aan on 
adequacy of dosage. In the early period 
of the course of therapy the patient should 
be carefully observed to be sure there are 
no untoward reactions resulting from over- 
dosage, which state is evidenced by rest- 
lessness, nervousness, insomnia, emotional 
disturbances, flushing and rapid heart. If 
the thyroid is continued in excessive doses 
the basal metabolism may show an in- 
crease and there may be a loss of weight, 
fever or sensitiveness to heat, sweating 
and flushing of the skin. Anemia, mus- 


cular weakness, tremor of limbs, face and 


tongue, palpitation of the heart and 
paroxysmal disturbances of the cardiac 
rhythm such as auricular fibrillation or flut- 
ter may also be observed. The symptoms 
are typical of those observed in hyperthy- 
roidism but the complete clinical picture as 
observed in exophthalmic goiter is never 
produced. If this conditions occurs the 
drug should be stopped at once until the 
reactions subside.5@ 

The physician should stress the impor- 
tance of regular and continued treatment 
and frequent observation to the patient so 
that as he begins to improve he does not 
discontinue medication and suffer a relapse. 
Some physicians recommend an induction 
dose of thyroid of 2 gr. for a period of 
one week. As the symptoms begin to 
disappear in 5 to 7 days the dosage is 
increased to 3 gr. 3 times a day for the 
second week provided the patient does 
not experience any difficulty with this 
higher dosage. During this week the 
patient shows marked evidence of im- 
provement as noted by a rise in the meta- 
bolic rate, increase in temperature, diure- 
sis and loss of weight. The dose is re- 
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duced to 2 gr. 3 times a day in the third 
week and the patient should during this 
time return to normal. At this time the 
minimal maintenance dose necessary for 
the individual patient should be determined 
and the effects observed each week so 
as to check on the proper dosage. Al- 
though it is necessary to adjust the dose 
to the individual case the average effec- 
tive maintenance dose runs from 11/, to 
2 gr. daily. If no improvement is noted 
after the first week’s therapy other con- 
ditions should be suspected rather than 
myxedema. 

If the patient is found to be sensitive 
to thyfoid administered orally, synthetic 
thyroxin may be administered parenter- 
ally in doses of 5 to 10 mg. once a week. 
Once the thyroid begins to affect the pa- 
tient the change is remarkable. Excess 
fluid is .eliminated from the body by 
diuresis. Speech and facial expression 
resume the normal pattern. The constipa- 
tion disappears, and {1e appetite is im- 
proved. All symptom: tend to disappear 
with the rise in metabolic rate and the 
patient may be almost normal in appear- 
ance in ten days. The skin and hair re- 
= a longer period to return to nor- 
mal. 
As mentioned above there may be an 
anemia present. Since this occurs as a 
result of myxedema rather than as a 
primary factor liver or iron therapy will 
have no effect until thyroid therapy has 
been started. Iron should be given as an 
adjunct to thyroid therapy and liver ex- 
tract if the blood picture shows that it 
is an hyperchromic, macrocytic anemia. 
The diet should be wellsbalanced and the 
patient should be advised to get plenty 
of fresh air and sunshine but exercise 
cautiously at first. 

Thyroid therapy is also employed in 
the treatment of juvenile myxedema in the 
same manner as for adults. However, 
in these cases sufficient should be ad- 
ministered to bring the metabolic rat¢ 
up to the normal level. If the patient 
does not then show sufficient growth and 
development it may be necessary to give 
additional thyroid to bring the metaboli¢ 
rate above normal. In these cases alsq 


the drug should be given in small doses 
at first and gradually built up to the op- 
timum dose. Anterior pituitary. growth 
principle may be given as an adjunct to 
thyroid in cases where satisfactory growth 
does not follow thyroid therapy alone. 

Cretinism is also treated with thyroid. 
Success of the therapy is dependent’ upon 
the age at which it is started as well as 
upon adequate maintenance dosage and 
severity of the condition.6 In many cases 
the parents do not realize the retardation 
of development which takes place until it 
has become very serious and in such in- 
stances therapy may never be wholly suc- 
cessful. If the condition is recognized 
before the infant reaches the age of one 
year or preferably six months and ade- 
quate therapy is begun and maintained 
normal mental and physical development 
is possible. 

There is a difference of opinion as to 
the dosage of thyroid at the various ages 
of the cretin. _Means® recommends the 
following for thyroid, U.S.P. 


Age Daily Dosage 
2- 4months 1/10 gror 6 mg. 
4- 8months 1/5 gr. or 12 mg. 


8-12 months 3/10 gr. or 18 mg. 
12-24months 2/5-3/4 gr. or 24-45 mg. 
2- 4 years 1/2-1 1/2 gr. or 30-90 mg. 
4-12 years 1-3 gr. or 60-180 mg. 


Goldzieher’ recommends a starting dose of 
1/10 gr. (6 mg:) of thyroid U.S.P. daily 
and increase of the dose by 1/10 gr. until 
the optimum dosage is attained. Griffith and 
Mitchell® suggest 2 gr. daily at the age of 
1 year and 3-4 gr. daily at 5-6 years of age. 
Loewenberg® advises 1/-1 gr. daily at the 
age of 2 years and 2-3 grs. daily at 3-12 
years of age. It can readily be seen that 
the dosage for each patient must be guided 
by clinical results and should be sufficient 
to give utmost freedom from symptoms 
and rapid improvement without symptoms 
of hyperthyroidism. Therapy must be con- 
for the duration of life of the 


tinue 
patient. 
The mental retardation in endemic 


cretinism may be greater than in the 
sporadic type. Consequently the improve- 
ment with therapy may be more marked 
in the latter types. 
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Thyroid has sometimes been onplared 
in a number of miscellaneous conditions 
not characterized primarily by a thyroid de- 
ficiency. It is administered generally to 
raise the basal metabolic rate to the stand- 
ard level for the purpose of providing bet- 
ter control of associated symptoms. Such 
individuals are usually more tolerant to 
thyroid and require larger doses although 
it is believed that if a dose of 200 mg. 
daily does not cause a response no higher 
dose should be given.®, For example, 


vanced EXOPHTHALMIC GOITER 


hemophilia, uremia, purpura hemorrhagica, 
eclampsia and epilepsy. In none of these 
cases is the drug invariably successful. 
Careful trial should be given in each case 
to establish whether thyroid medication is 
indicated. . 

The use of thyroid medication in obes- 
ity, although common, is not without haz- 
ard and some doubt exists as to its advis- 
ability. The obese person usually has a 
low metabolic rate which is only an ap- 
parently low value. Since the body 
weight is ab- 
normally large 
due to fat the 
usual calcula- 
tions for me- 
tabolic rate 
give low  val- 
ues. Drugs such 
as amphetamine 
and  desoxyy- 
e p hedrine, 
which elevate 
the mood and 
diminish the ap- 
petite, combined 
with psychiatric 
therapy are un- 
doubtedly more 
fundamentally 
sound as thera- 
peutic proce- 
dures. Control 
of the diet is of 
course the final 
objective in the 
treatment of 
obesity. It is 
doubtful wheth- 
a er it is wise to 


thyroid is considered by some to have 
value where a low metabolic level exists 
associated with such conditions as chronic 
constipation, menstrual irregularities, steril- 
ity, habitual abortion, arthritis, vasomotor 
thinitis, eczema, recurrent corneal ulcer, 
mental disorders, chronic lassitude and 
lethargy, anemia, Méniére’s syndrome, 
healing of wounds, ulcers and fractures, 
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COURTESY OF THE ARMOUR LABORATORIES produce symp- 
toms of hyper- 
thyroidism, simply to reduce the weight. 


Thyroid Hyperfunction 


In some cases the hyroid is overactive, 
resulting in an overproduction of the thy- 
rotropic hormone and producing ‘serious 
results. Such conditions are known as 
thyrotoxicosis and may also be caused by 
excessive administration of the hormone 
in therapy. 
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Parry in 1812 first described the clinical 
picture of thyrotoxicosis and occasionally 
it is still called Parry’s disease. It is also 
known as Graves’ disease, called thus after 
Sir Robert Graves, who described the con- 
dition in 1835; Basedow’s disease after 
Basedow, who wrote first about this condi- 
tion on the European continent in 1840; 
exophthalmic goiter and hyperthyroidism. 
Two distinct clinical pictures have been de- 
scribed under the. general heading of 
thyrotoxicosis. Graves’ or Basedow’s dis- 
ease arises from a _ diffuse thyroid 
hyperplasia whereas Plummet’s disease 
is thyrotoxicosis associated with toxic 
adenoma or neoplasia or focal glandular 
hyperplasia. Some feel that no distinction 
should be made between the two despite 
the fact that certain symptoms occur more 
frequently in one condition than the 
other.? 

The real etiologic factors in thyrotoxico- 
sis are not known. Women usually develop 
this condition more frequently than men 
and usually it is found in young adults or 
between the ages of 16 and 50. It is 
possible that it is a disease of civilization 
since it is most prevalent in the temperate 
zone where people live in large cities and 
move under greater tension. Worry, 
anxiety and a life of high tension appear 
to be important factors in the development 
of this condition. Puberty, pregnancy, 
severe fright, grief or worry, overexertion 
or physical trauma may act as the final fac- 
tor which brings on the disease. The 
thyrotropic factor of the pituitary gland 
and the suprarenal glands may also have 
some influence. 

Thyrotoxicosis or toxic goiter presents 
symptoms which are almost the opposite 


of those in myxedema. The onset is grad-” 


ual so that it is difficult to determine just 
when the condition began. The facial ex- 
— is one of anxiety. The face is 
requently flushed and the patient is highly 
emotional, nervous, reacts extremely to 
stimuli and finds it difficult to remain quiet. 
A period of great exuberance, activity and 
energy precedes a period of exhaustion and 
fatigue. Concentration is difficult and there 
may be a low grade fever. The skin is 
moist and warm and the patient cannot 


stand any heat and perspires excessively. 


The pulse is rapid even when the patient 
is resting and may be 100 to 200 or greater. 
There may be a slight increase in sys- 
tolic pressure but diastolic pressure is defi- 
nitely decreased which results in a high 
pulse pressure giving blood pressure read- 
ings of 150 to 160. Corrigan’s pulse 
may be noted and there usually is a 
systolic murmur observed over the heart. 
There may be auricular fibrillation 
and other symptoms of cardiac insuf- 
ficiency. The appetite is usually ravenous 
but loss in weight occurs despite large 
quantities of food ingested. Tremors and 
weakness in the muscles particularly of the 
hands are noted. The bowels are sometimes 
loose and diarrhea may be present. With- 
drawal of large amounts of calcium as a 
result of this condition may result in skele- 
tal changes such as osteoporosis. The basal 
metabolic rate is\of great value in diag- 
nosis of thyrotoxicosis showing a reading 
of +30 to +60 according to some authoti- 
ties! and + 20 to +100 according to 
others.1° 

The clinical picture will serve to dif- 
fereniate this condition from leukemia 
or. fever which also elevate the basal meta- 
bolic rate. Although the blood cholesterol 
determination usually gives a subnormal re- 
sult it is not so important to the diag- 
nosis as it is in hypothyroidism. There 
is a definite increase in the sensitivity 
to epinephrine and oligomenorrhea or 
amenorrhea usually occurs. Sexual activ- 
ity is increased. The tolerance to mor- 
phine is increased and that to sugar is 
decreased. There may be a creatinuria and 
an increased excretion of calcium and 
phosphorus. Exophthalmos occurs in 
many cases but not in all cases. Typical 
symptoms are revealing: loss of weight, 
and general aspect of nervousness often 
accompanied by tachycardia. 

If the condition continues for any 
length of time without therapy thyroid or 
thyrotoxic crisis may occur in which case 
all the symptoms are considerably worse, 
the basal metabolic rate is extremely high 
and gastrointestinal disturbances will be 
noted. 


Therapy in Thyrotoxicosis 
In thyrotoxicosis, therapy consists of 
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subtotal resection of the thyroid gland or 
the use of antithyroid drugs. It is ex- 
iremely important that the patient be re- 
lieved of all worry and anxiety and be 
able to physically rest as well. 

Morning and evening sponge baths 
should be given and an ice collar placed 
over the gland or an ice pack over the 
heart. A high caloric value diet of 5000 
to 6000 calories should be instituted, pref- 
erably dividing it into 5 or 6 meals daily. 
Vitamin intake, particularly of vitamin B,, 
should be adequate.!° Sedatives may be 
given. 


lodine as a Preoperative Measure 

Iodine administration is of definite 
therapeutic value although its effect soon 
is lost in controlling the condition. Ade- 
quate dosage to cause a favorable response 
is necessary. Some recommend the use of 
0.3 cc. of a saturated solution of potassium 
iodide given orally once a day; others give 
daily doses up to 1 cc. of Lugol’s solu- 
tion. 447° Thompson and his colleagues 


found that the minimum daily dose for 
optimal effects is 6 mg. of iodine. 

Iodides ate administered for 2 or 3 
weeks preoperatively and also several weeks 
postoperatively and in some cases for a 


year following the operation to prevent 
recurrence. The dosage is gradually re- 
duced and when the patient becomes 
symptom free they are discontinued. The 
ng should be under observation while 

ing given preoperative iodine medica- 
tion and if aggravation of the symptoms 
occur the drug should be discontinued. 

The mechanism whereby iodine im- 
proves the patient with toxic goiter is not 
understood. Two theories have been ad- 
vanced but remain to be proven. Iodine 
may prevent the escape of the thyrotropic 
hormone through the gland or it may have 
a chemical action in which it stimulates the 
production of the colloidal storage form 
of thyroid protein.1 

Iodine is also useful as a diagnostic aid 
in hyperthyroidism. When administered 
to a patient in this condition it promptly 
causes the basal metabolic rate to fall, the 
tate rising again when the drug is stopped. 
Resumption of iodine administration causes 
the same reaction. 
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Radioactive lodine 


The use of radioactive iodine in the 
study of animal and human thyroid physi- 
ology and iodine metabolism has led to 
its trial as a therapeutic agent in Graves’ 
disease.11 Samples of radioactive iodine 
were obtained from deuteron bombardment 
of tellurium and consisted of a mixture of 
different radioactive isotopes of iodine. 
Over 90 per cent of the activity at this 
time consisted of the 12.6 hour iso- 
tope I'8°, and the greater portion of the 
remainder of the eight day isotope I**?. 
The total activity administered ranged from 
0.7 to 28 millicuries. It was believed 
desirable to keep the total amount of iodide 
administered below 2 mg. of iodine so as 
to insure maximum collection by the 
thyroid. 

A comparison of the patients treated 
with radioactive iodine and x-ray therapy 
was made. In order to do this it was 
necessary to calculate the probable values 
of radiation dosage delivered in the thy- 
roid. The calculation of these values is 
based upon the fractional uptake of radio- 
active iodine by the thyroid; the known 
energy of the radiations from I*%° and 
I331; the clinical estimation of the weight 
of the thyroid of the patient; and the 
known pattern of uptake and retention of 
radioactive iodine by the hyperplastic thy- 
roid gland of Graves’ disease. ~ 

The employment of known values of 
ionization produced by one mc. (millicurie) 
of radiation and the properties of I*°° and 
I*31 allows for the derivation of the fol- 
lowing formula for the total radiation de- 
livered in decaying to zero: 

Radiation (in roentgen units) 

10,000 (Dose of I**° in mc. 
(fractional uptake in thyroid) 


weight of thyroid in grams 

For I**1 the constant 10,000 is replaced 
by 117,000. Consequently for I**°, a net 
collection of 3 mc. in a thyroid weighing 
30 Gm. will give a total of 1000 in de- 
caying to zero. 

Rate of delivery is an important factor 
in the effectiveness of radiation therapy. 
18° jnitially delivers a 1000 r dose at the 
rate of 55 r per hour whereas J**? delivers 
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the same dose at 3.6 r per hour. Although 
the total radiations are the same the ef- 
fectiveness of I'*! is questioned because 
of the slow rate. Also it has been found 
that an appreciable portion of the activity 
leaves the thyroid during the decay of the 
long period iodine. 

Many factors such as the estimation of 
thyroid weight, determination of thyroid 
iodine uptake and assumption that the 
iodine is uniformly retained affect the 
accuracy of these calculations. It is possi- 
ble to err as much as 50 per cent.» 

An analysis of the 29 patients treated 
showed that ‘“‘radioactive iodine when given 
in the dosage range of 5 to 24 mc. to 
uniodinized patients with Graves’ disease, 
possessing goiters of 60 to 75 Gm., is 
highly effective as a cure of the disease in 
about 80 per cent of cases.’ In most 
typical cases a minimal dose of 10 mc. 
for adults is considered safe. The percent- 
age of cures with doses up to 25 mc. is 
equal to or greater than that with sur- 
gery following preparation with iodine or 
thiouracil. Larger doses than 25 mc. are 
required only in patients with diffuse goi- 
ters weighing over 80 Gm. Greater safety 
and economy are provided if ordinary 
iodine therapy is instituted after radioiodine 
has been given. Large doses may cause 
myxedema or hypometabolism particularly 
in those cases where subtotal thyroidectomy 
is also done. This method of therapy is 
still a fertile field for further investiga- 
tion, 

Another recent study of the activity 
of radioactive iodine in thyrotoxicosis re- 
vealed that in five patients (some having 
complications and four having been treated 
unsuccessfully with other drugs) this 
preparation was responsible for improve- 
ment in the condition.'% 

Radioactive iodine is more simple to 
administer than other forms of therapy 
and is effective in most cases. It is not 
sO expensive as surgery, is — 
useful in patients who are difficult to 


manage, and is believed to be the most | 


effective means of eliminating thyrotoxi- 
cosis. In estimating the dosage to be ad- 
ministered it is more important that any 
error made be in giving too little rather 


than too much since this type of therapy 
is less controllable than any other. The 
gamma rays which are introduced may 
occasionally be carcinogenic. It is also 
possible with the introduction of various 
types of radioactive compounds into every- 
day usage that the person may be sub- 
jected to excess radioactivity. 

Radioactive iodine is usually indicated 
in cases of an extremely large goiter, in 
patients to whom prolonged therapy is 
not desirable and when there have been 
serious toxic reactions to other compounds. 

A recent hypothesis has been advanced 
as a working base in the physiologic- 
chemical study of thyroid function.1* The 
thyroid gland activity is maintained by the 
thyrotropic hormone. Environmental 


changes of course influence the intensity, 


of the stimulation. In toxic diffuse gciter 
or thyrotoxicosis there is present an excess 
of thyrotropin which causes a 
and hypertrophy of the acinar cells of the 
thyroid gland, thyroid hormone produc- 
tion increase and an increase in the rate 
of transfer of the hormone from the acini 
to the blood. In the acini the thyroid hor- 
mone is present as thyroglobulin which 
because of its large molecule is too large 
to enter the blood vessel, consequently it is 
not found there unless there is a thyroidec- 
tomy or destructive lesions of the gland. 
The globulin portion of thyroglobulin is 
broken down by proteolytic enzymes pres- 
ent in the thyroid thus allowing the active 
material to be absorbed into the blood 
stream. This proteolytic action is inhibited 
by iodine. As has been stated previously 
iodine combines with tyrosine to form 
diiodotyrosine which in turn reacts with 
another molecule of its own kind to form 
thyroxin. Before this reaction occurs the 
iodides in the blood must be converted to 
free iodine, which process is brought 
about by means of a thyroid oxidase. 
Iodine not only aids in the formation of 
the thyroid hormone but also reverses the 
reaction by inactivating the thyrotropic 
hormone. It is possible that this inactiva- 
tion is responsible for the therapeutic 
activity of iodides in treating thyrotox!- 
cosis. However, the degree of activity de- 
pends upon variable factors such as the 
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quantity of oxidase in the gland, the 


quantity of thyrotropin available and the 
rate of its reactivation, the competitive 
activity of the iodine, the total quantity 


of available iodine and others.1% 


In developing the therapy for thyro- 
toxicosis it was of course necessary to 
select methods which influenced the rate 
of body metabolism and also modified the 
central nervous system, the body cells, 
the pituitary and thyroid glands. Some 
success has been claimed for roentgeno- 
therapy and for psychotherapy. Desiccated 
thyroid, probably because of the iodide 
content, has been shown to lower the basal 
metabolic rate and decrease the size of the 
goiter. Pituitary preparations seem to 
possess an antihormone effect in that they 
inactivate the thyrotropic hormone but not 
too successfully. Thyroidectomy has been 
mentioned previously. Irradiation of the 
gland has also been used to decrease the 
production of thyroxin. Only one drug, 
a xanthine derivative, has been found 
which is thought to inhibit the thyroxin 
action.'$ 


Thiouracil 


In 1941 Kennedy and his associate’ 
demonstrated that rape seeds contain a 
goitrogenic principle which was a deriva- 
tive of thiourea. These workers were able 
to demonstrate antithyroid activity on the 
part of allyl thiourea. Astwood?® used both 
thiourea and 2-thiouracil in the treatment 
of thyrotoxicosis, finding that some lag 
was observed before the effect of the drug 
was manifested. Thiouracil was preferred 
to thiourea since the latter produced 
nausea, halitosis and other undesirable side 
effects. 

Thiouracil and its derivatives act by 
interfering with the formation of thyroxin 
in the thyroid gland. They do not prevent 
the action of thyroxin already present and 
stored in the thyroid. It is thought that 
this interference is brought about by an 
inhibitory effect on the activity of an 
oxidase in the thyroid gland, which inter- 
eres in turn with the release of free 
iodine and thus with the iodination of 
tyrosine, or by a reaction between the iodine 
and the thiouracil to form a thiouracil 
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disulfide and an idodide salt, or by a com- 
bination of both.1** For this reason it may 
take several days or even longer for the 
effects of decreased thyroid activity to be 
evident. This lag is particularly likely w 
occur if iodide therapy has been used. One 
of the consequences of thiouracil therapy is 
thyroid hyperplasia caused by increased 
pituitary activity resulting from the de- 
pression of thyroid function. There is also 
an increase in the vascularity of the thyroid. 

Thiouracil produces in a rather high 
percentage of cases some adverse reactions 
and in some instances these may be severe. 
Granulocytopenia, leukopenia, drug fever 
and dermatitis are the most frequently 
observed reactions but jaundice, purpura 
and anemia have also been reported. In a 
total of 5,745 cases the following fre- 
quency of toxic reactions was noted: 

gtanulocytopenia 2.5 per cent 
leukopenia 4.4 per cent 
drug fever 2.7 per cent 
skin reactions 3.3 per cent 

Granulocytopenia is by far the most 
serious complication and treatment for this 
condition involves withdrawing the drug 
and administering massive doses of peni- 
cillin (500,000 units a day) parenterally. 

Thiouracil, because of its toxicity, should 
be labelled instructing the patient to cease 
medication and report to his or her 
physician immediately should any adverse 
symptoms such as sore throat, fever, coryza 
or malaise be experienced. 

The initial dose of thiouracil is 0.4 Gm. 
per day given in divided doses until the 
symptoms are controlled or the basal 
metabolic rate is normal. When this occurs 
the dose should be reduced to 0.1-0.2 Gm. 
per day. Somewhat higher dosage may be 
required if the patient has been on iodide 
therapy and the antithyroid effect may also 
be delayed in such cases. 


Methylthiouracil 


Methylthiouracil, also known as 6-meth- 
ylthiouracil or 4-methylthiouracil, possesses 
the same quantitative antithyroid activity 
as thiouracil but is somewhat less toxic and 
also’ produces less thyroid hyperplasia and 
vascularity. It appears to give relief more 
promptly. Methylthiouracil is given in an 
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sensitivity in the patient. If this is tolerated 
the daily dose of 0.6 to 1 Gm. in divided 
doses of 0.2 Gm. is given until body 
weight shows a gain. The maintenance dose 
given then is 0.025 to 0.2 Gm. daily. Some 
authorities recommend smaller doses of 
0.375 Gm. daily in 5 divided doses fol- 
lowed by 0.025 and 0.075 Gm. as main- 
tenance doses. 

Methylthiouracil also causes agranulocy- 
tosis or leukopenia but with less frequency 
and with less serious results than does 
thiouracil. Minor side effects which are 
controlled by withdrawal of the drug for 
a short time include drug fever, petechiae, 
rashes, sore throat, nausea, halitosis, and 
loss of taste sense for a short time. This 
drug is available for clinical trial only in 
the United States. 


Propylthiouracil 

Another thiouracil derivative now avail- 
able is propylthiouracil, which is about ten 
times as potent in its antithyroid effect as 
thiouracil, using rats, and about three times 
as active in humans. Although it is, on a 
weight basis, more toxic than thiouracil it 
is in therapeutic doses much less toxic. 
Propylthiouracil is given initially in doses 
of 30-50 mg. three times a day (100-150 
mg. daily) until all symptoms have dis- 
appeared. When the metabolic rate is 
normal 75 mg. and later 50 mg. are given 
daily. Finally, that minimal dose required 
to maintain normal thyroid activity is given 
for a period of at least six months. Rev- 
eno,'® in a recent study, recommends 120 
to 190 mg. of propylthiouracil daily. 
Propylthiouracil is of value preoperatively 
in that it insures that the thyroid gland 
will be small, firm and more easily han- 
died. A few toxic reactions such as drug 
fever may be observed but are rarely seri- 
ous enough to necessitate withdrawal of 
the drug. 

With both thiouracil and _propylthi- 
ouracil an excessive dosage given over a 
period of weeks may produce hypothy- 
roidism and even frank myxedema. The 
rapid enlargement of the thyroid gland 
when hypothyroidism exists is a useful 
diagnostic sign that overdosage is taking 
place. Neither thiouracil nor propylthi- 


394 


initial dose of 0.2 Gm. to test for anyouracil is of direct benefit in controlling 


the exophthalmos which exists in thyro- 
toxicosis. Slow improvement of this con- 
dition may be expected only following the 
control of thyroid hyperactivity. 

Administration of the thiouracil deriva- 
tives results in an increase in weight and 
an improvement in the minor symptoms. 
Permanent remission of thyrotoxicosis may 
not occur in all patients. 

Approximately one third of the quantity 
of thiouracil or derivative administered is 
excreted in the urine. Thiouracil itself was 
more rapidly broken down than any of 
its derivatives in the 6- position. The 
latter accumulate in the body and the 
thyroid of rats in greater quantities with 
the most in the thyroid. No definite corre- 
lation could be made between the amount 
of drug in the thyroid and its antithyroid 
activity.* Other thiouracil derivatives and 
other types of drugs have been studied for 
their value in thyrotoxicosis therapy but 
these drugs in many cases are still in the 
experimental stage. 


Cyclopropylthiouracil and Butylthiouracil 

6-Cyclopropylthiouracil has been given 
in 50 to 150 mg. daily doses with a mainte- 
nance dose of 50 to 100 mg. daily and in 
some cases produced remissions whereas in 
others it did not. However, no toxic effects 
were noted although some of the patients 
had previously experienced reactions to 
other drugs of a similar nature. Satisfactory 
response with no toxic reactions has been 
achieved with 90 to 150 mg. of 6-butyl- 
thiouracil daily. Daily dosage of 6-isobutyl- 
thiouracil necessary for response varied 
from 60 mg. to 0.2 to 0.5 Gm. Itching 
of the skin was the only reaction noted in 
a few cases.18 


Orthophenylenethiourea 

Orthophenylenethiourea was not con- 
sistently as effective as was thiouracil in 
comparable doses and 5-methylthiouracil ot 
thiothymine showed even less activity. 
Tetramethylthiourea and diethylthiourea 
have been investigated as well. Thiourea 
has been tested but patients complained 
of the taste and smell.1$ 


Ethyldiiodobrassidate 
Doses of 0.9 to 2.7 Gm. of ethyldiiodo- 
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brassidate were given to some patients 
with no untoward reactions but the re- 
sponse obtained was similar to that ob- 
tained with potassium iodide. It was 
thought that the effect was due to the 
iodine content. Fifteen drops of a saturated 
solution of potassium iodide contain ap- 
proximately the same amount of iodine 
as 0.9 Gm. of this compound. Some 
patients expressed a preference for the 
latter.18 


Para-aminobenzoic Derivatives 

The compound 3, 5-diiodo-para-amino- 
benzoic acid was effective in some instances 
but again the effect was thought to be 
partially due to its iodine content. Only 
slightly beneficial effects with no toxic 
reactions were noted with 3, 5-diiodo- 
ortho-aminobenzoic acid. Para-aminoben- 
zoic acid in doses of 1.5 to 4.0 Gm. daily 
showed no toxic affects but also very little 
therapeutic effect. In some conditions sup- 
plemental therapy with thiouracil produced 
improvement. 


Aminothiazole 

Workers in a chemical plant who were 
handling aminothiazole in the production 
of sulfathiazole were found to have de- 
veloped goiters. A study of the antithyroid 
activity of aminothiazole revealed it to be 
quite useful. A series of 129 cases 
of thyrotoxicosis treated with aminothiazole 
were effectively controlled with no un- 
toward or toxic symptoms. In another study 
daily doses of 0.15 to 0.8 Gm. were given 
with varying results and development of 
untoward reactions, particularly an ex- 
tensive dermatitis? 

The results of a comparative study of 
these drugs showed that the strongest anti- 
thyroid activity was demonstrated by 6- 
propylthiouracil and 6-cyclopropylthiouracil 
followed in order of decreasing potency 
by 6-isobutylthiouracil, 6-butylthiouracil, 6- 
methylthiouracil, thiouracil, orthophenyl- 
enethiouracil, tetramethylthiourea, thiothy- 
mine, aminothiazole and para-aminobenzoic 
acid. The order of desirability of these 
drugs for clinical use is much the same 
with the exception of orthophenylenethi- 
ourea and aminothiazole which caused too 
frequent toxic reactions. 
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Simple Goiter 

Simple or non-toxic goiter is an peri. 2a 
ment of the thyroid gland which is not due 
to hyperthyroidism but rather to a defi- 
ciency of iodine. Since iodine is a com- 
ponent of the thyroid hormone a de- 
ficiency of it will cause an enlargement 
of the gland in its effort to produce more 
hormone. Thus the gland becomes hyper- 
trophied and hyperplastic, low in iodine 
content, and functions at a maximum 
capacity. This condition does not lower the 
basal metabolic rate. It is of interest to 
note that in certain geographical areas 
simple goiter is more prevalent than in 
others probably due to iodine shortage in 
the diet or water. 

Simple goiter most frequently develops 
during fetal life, puberty, pregnancy and 
lactation, and during the menopause. Be- 
ginning around the age of puberty females 
are more frequently affected than males. 

Simple goiter may be congenital if the 
mother’s iodine intake is inadequate al- 
though the mother may not have any goiter. 
However, in cases where the mother has a 
goiter the child may also. 

The chief symptom of this condition is 
a gradual swelling in the neck. If it is 
allowed to grow larger without therapy, 
mechanical difficulties such as discomfort 
on swallowing and difficulty in breathing 
may be experienced. 

The onset of swelling is gradual and 
may not be detectable for weeks or months. 
Seasonal changes, food, infectious diseases, 
pregnancy and other factors may cause re- 
missions and exacerbation during the de- 
velopment. 

In the milder grades there are usually 
no — other than the deformity of 
the neck. In the more severe types three 
groups of symptoms will be observed: 
pressure effects, cardiac insufficiency and 
thyroid insufficiency. 

Pressure effects include a feeling of 
fullness in the neck and slight dysphagia 
is sometimes noted. There is usually lat- 
eral compression of the trachea which in 
turn may produce atrophy of the tracheal 
rings with more or less narrowing and in- 
frequently collapse of the trachea, causing 
dyspnea, inspiratory stridor and even fatal 
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asphyxia. There may also be paralysis ot 
the recurrent laryngeal nerve. 

‘True ‘‘goiter heart’’ or hypertrophy and 
dilation of the auricles and ventricles and 
the great vessels between the thyroid and 
the heart occur. An actively hyperplastic 
goiter requires an enormous blood supply 
which in turn causes the heart to increase 
its work in order to maintain efficient sys- 
temic circulation. The heart decreases 
slightly in size when the thyroid insuf- 
ficiency is eliminated. 

There are symptoms of thyroid insuf- 
ficiency only in the hyperplastic and ex- 
haustion atrophy stages of goiter. In the 
milder cases such insufficiency is so slight 
as to be usdetectable. A slight lowering 
of the basal metabolism to —10 or —15 
may be noticed but 
is not specific for 
thyroid insufh- 


ciency. 
There are two 
types of simple 


goiter, the diffuse 
colloid type which 
is smooth and reg- 
ular and the ade- 
nomatous type 
which is nodular 
and irregular. The 
latter type is less 
responsive to ther- 
apy and may even- 
tually lead to hy- 
perthyroidism or a 
malignant —condi- 
tion. 

Diagnosis of 
simple goiter is a 
matter of routine inspection which should 
include palpation. Fibrosis or colloid dis- 
tention are present if the goiter is hard and 
if it is also irregular malignancy should be 
suspected. Presence or absence of calcifica- 
tion may be determined by means of x-ray 
examination. This will also reveal the bor- 
der of the gland and aid in determining the 
presence or absence of intrathoracic thy- 
roid growths. 

Correction of the iodine deficiency be- 
fore atrophy occurs causes the gland to 
involute and fill with colloid which some 
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Simple Goiter— Untreated 


believe to be the limit of involution where- 
as others believe the colloid gradually 
diminishes and the gland returns to nor- 


Prophylaxis 

Prophylaxis for goiter particularly in 
endemic regions may be accomplished by 
adding iodine to the water supply of the 
community, by use of iodized salt, or by 
administering iodine in liquid or tablet 
form. 

Addition of iodine to the water supply 
is not very practical due to the use of water 
for so many other purposes in addition 
to drinking. The most popular and prac- 
ticable method is the use of iodized salts. 


After Treatment 


COURTESY OF JACKSON CLINIC 


It is suggested that 1 part of potassium 
iodide to 100,000 parts of salt will pro- 
vide approximately 0.075 mg. of iodine 
for every 10 Gm. of salt ingested.17 The 
quantity of iodine is limited due to the 
belief that unless it is controlled it may 
convert a non-toxic goiter into a toxic 
goiter. For this reason the Swiss Goiter 
Commission limits the concentration to 1 
to 200,000." 

Iodine may be administered in tablets 
of 1 to 5 mg. once weekly or in doses of 
1 to 2 cc. of syrup of hydriodic acid daily 
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for one month in the spring and autumn.?” 
Lugol's solution may also be given in doses 
of 14, minim weekly. A daily dose of 250 
micrograms or 0.250 mg. is considered ade- 

uate.1° There are available also iodized 

ts and fatty acids which produce the same 
effects as the inorganic iodides but their 
iodine is more slowly absorbed and ex- 
creted.® 

Goiter prophylaxis in pregnant women 
and in children of 10 to 16 years of age 
is important. 


Treatment 


It is doubtful whether iodine is of value 
in the resting colloid stage of simple goi- 
ter but it can be used to hasten the invo- 
lution. Surgical resection may be neces- 


sary to improve the appearance of the pa- 
tient if there is mechanical obstruction of 
any kind. Marine!® recommends the ad- 
ministration of 11/, to 3 gr. of thyroid daily 
for 2 weeks and repeated if no untoward 
reactions are noted. A rest period of 1 to 
2 weeks is followed by administration of 
10 to 15 mg. of iodine (in syrup of hy- 
driodic acid or ferrous iodide) daily for 
2 to 3 weeks. This routine is repeated 3 
or 4 times during one year which is the 
time usually required for maximum reduc- 
tion in size. If such therapy fails it at 
least makes the gland firmer, reducing vas- 
cularity and pituitary activity. When drug 
therapy fails to bring about improvement 
and particularly where adenomata are 
present surgical treatment is necessary. 
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COUCH CONTROL 


—continued from page 371 


of the pin. The total lack of effect of the 
Oralator on this patient, and on the few 
available cases of carcinoma, pertussis and 
bronchial asthma, suggests that it may have 
value in differential diagnosis: continu- 
ance of symptoms warrants not an in- 
crease in dose of narcotic but a searching 
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examination because of the possibility of 
a cause more grave than local inflamma- 
tion. 

For the present the Oralator undoubt- 
edly will find its major usefulness in the 
treatment of the simple upper respiratory 
infections responsible for the vast major- 
ity of coughs. For most of these it offers 
a safe and convenient means of relieving 

. —continued on page 400 
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CANCER 


Serial Surveys of Current Concepts 


and Activities 
Department Edited by 


John Mumford Swan, M.D., F.A.C.P. 


"Stump Cancer" 


There is general agreement among those 
working in the field of the treatment of 
cancer that in order to be “cured” the 
disease must be looked for; all methods 
of examination must be utilized; the 
primary growth must be completely de- 
stroyed at its point of origin; and the pa- 
tient must have survived for at least five 
years. 

In spite of the employment of careful 
and thorough diagnostic and follow-up 
methods, late recurrences do occur. In the 
case of cancer of the cervix of the uterus, 
the American Cancer Society in its appeal 
to the public says that cancer of the cer- 
vix, if treated early, may be expected to 
result in cure in 75.0 per cent of cases. 
In moderately advanced cases only 15.0 per 
cent are likely to reach the five-year sur- 
vival date. 

In the treatment of early cancer of the 
cervix; the destruction of the primary 
gtowth may be undertaken by means of 
surgery and by irradiation. Total hysterec- 
tomy is advocated by some and sub-total 
hysterectomy by others. Recurrences fol- 
lowing sub-total hysterectomy usually be- 
gin in the stump of the cervix which is 
left, as we understand it, for the purpose 
of strengthening the floor of the ot and 
giving good support to the viscera con- 
tained therein. Recently, there has been 
doubt in the minds of gynecologists con- 
cerning the advisability of supravaginal 
hysterectomy. 


For example, Cosbie (4) has contributed 
a study from the Department of Gyne- 
cology of the Toronto General Hospital 


Rochester, N. Y. 


and the Ontario (Canada) Institute of 
Radiotherapy. He says that in the sixteen 
years, 1929 to 1944 inclusive, 890 public 
ward patients received their primary treat- 
ment for carcinoma of the cervix in these 
institutions. Sixty-two of the patients had 
had supravaginal hysterectomy before ad- 
mission (7.0 per cent). The author di- 
vides the cases into those which were 
diagnosticated within three years of the 
operation time and those in which a longer 
elapsed period had followed the operative 
procedure. Twenty-four of the patients 
had carcinoma at the time of the hysterec- 
tomy. Failure to investigate the cause of 
vaginal bleeding accounted for the opera- 
tive procedure in all of these cases. 

In thirty-eight patients with stump can- 
cer there were 45.0 per cent five-year sur- 
vivals, and in twenty-three patients with 
coincident cancer of the cervix, there were 
30.0 per cent five-year survivals. 

In conclusion the author says: “(1) 
Uterine hemorrhage is a symptom of major 
importance and the recognition of its cause 
is essential to avoid the paradox of supra- 
vaginal hysterectomy for carcinoma of the 
cervix. (2) The incidence of carcinoma 
of the stump of the cervix justifies advo- 
cating the more frequent of 
total hysterectomy. (3) The effectiveness 
of ag agri irradiation therapy de- 
pends upon its prompt application.” 


In 1945 Anspach (1) reviewed the 
problem of cancer of the cervix since the 
use of radium began in 1912. He points 
out that in 1911, Wertheim published the 
results of the radical surgical treatment of 
cancer of the cervix: 500 cases, operability 
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50.0 per cent; postoperative mortality 30.0 
per cent of the first hundred, 15.0 per 
cent of the last hundred. At the end of 
five years in 42.9 per cent of all operative 
cases the patient was alive and cancer free, 
an absolute survival rate of 18.4 per cent. 
In 1912, Kelly and Burnham adopted ra- 
dium as the treatment of choice. ‘The 
visual results of its employment . . . in 
extensive cancers. of the cervix . . . were 
so startling as to seem miraculous.” 

The author then discusses the questions 
of the extent of the disease (Schmitz’s 
classification) ; the diagnosis (biopsy); the 
technique of irradiation; operative tech- 
nique; the results of irradiation and sur- 
gery combined (61.5 per cent); the re- 
moval of carcinomatous glands; some of 
the fallacies of cancer statistics; and pros- 
pects for the future. Anspach’s contribu- 
tion concludes with the following sum- 
mary: 
1. “A greater number of cancer patients 
are presenting themselves in the early 
stage as a result of information given to 
por lay woman and to physicians in gen- 
eral.” 


2. “Irradiation with radium or its 


emanations or [with] the deep x-ray will 
become more widely and adequately avail- 
able, better understood, and more effec- 

3. “The risk attending operative L gene 


dures has been much reduced and im- 
provement is likely to continue.” 

4. “Perhaps a combination of irradia- 
tion and operation will give better results.” 

We shall try to review other contribu- 
tions for the purpose of determining 
whether the hope expressed by Anspach 
has been realized. 

In January 1946, Corscaden, Fertig and 
Gusberg (3) contributed a paper entitled 
“Carcinoma Subsequent to the Radiothera- 
peutic Menopause.” They found that “In 
the routine follow-up examination of about 
1,100 patients in whom an artificial meno- 
pause had been induced because of be- 
nign uterine bleeding, fibromyoma, or one 
of a few other benign conditions, there 
were noted thirty-six cancers in various 
parts of the body, fifteen of which were 
of the uterus.” The authors report here 
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the result of a thorough statistical analysis 
of this question. The figures do not lend 
themselves readily..to simplification, so we 
give the conclusions drawn by Dr. Cors- 
caden and his associates (paraphrased) and 
recommend an attentive study of the de- 
tails.. Among 958 patients treated for 
benign uterine bleeding with x-irradiation 
-and followed for an average of 6.7 years 
there were fifteen carcinomata’: of the 
‘uterus. Based on modified mortality sta- 
tistics, the same number of women in the 
general population during the same length 
of time should contract 4.4 uterine car- 
cinomata. The observed number of cases, 
therefore, is 3.4 times as large as the num- 
‘ber expected. in the general population 
it has been shown that 2.8 per cent of the 
women between the ages of 30 and 55 
contract cancer of the uterus before reach- 
ing the age of 80. Applying the above 
ratio of 3.4, we find that 9.6 per cent of 
women who complained of uterine bleed- 
ing before the menopause would contract 
cancer, 

Of the fifteen cases found in this series 
of patients, nine were of the — and 
six were in the cervix. “This abnormal 
preponderance of carcinoma of the corpus 
is an agreement with that present in other 
green cases in which the ratio is two 
of corpus to one of cervix. This ratio 
is six times that obtaining in our clinic. 
It is inferred that endometria of uteri which 
bleed abnormally prior to the menopause 
are predisposed to the subsequent develop- 
ment of carcinoma of the corpus. Prophyl- 
axis against carcinoma of the uterus 
should be an important factor in a plan 
of treatment for uterine bleeding prior to 
the menopause.” j 

In 1945 Buschke and Cantril (2) pub- 
lished a contribution from the Tumor In- 
stitute of the Swedish Hospital (Seattle, 
Washington) which is apparently stimu- 
lated by the recent articles of Taussig, 
Bonney and Meigs. [See Medical Times 
73:328 (November) 1945.} The authors 
have analyzed the results of the treat- 
ment with irradiation of seventy-nine pa- 
tients with early cervical cancer. Twenty- 
five of these patients presented Stage I 
lesions and fifty-four presented Stage II 
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lesions. There were five failures in the 
first and fourteen failures in the second 
group (20.0 and 26.0 per cent respec- 
tively). The authors ask “How 
many, if any, of these patients could have 
been saved by more adequate radiation 
therapy? Could any of these patients 
have been saved if they had been treat- 
ed by radical hysterectomy instead of ir- 
radiation?” 

The failures are tabulated and compared 
in two chronological periods: cases treated 
from 1935 to 1938 and those treated from 
1939 to 1943. [The difference in the two 
groups seems to us to be very slight.} 
The authors conclude as follows: “We 
must admit that there is a group of cases 
of epidermoid carcinoma of the cervix 
with peripheral lymphnode involvement in 
the pelvis in which, on the basis of clini- 
cal experience and conclusions from analo- 
gies, radiation therapy apparently will not 
accomplish a cure and in which, theoreti- 
cally, surgery would be more promising. 
In our own series four cases out of sev- 
enty-nine belong in this group. Three of 
these would not have been accepted for 


surgery according to Meigs’ rigid stand- 
ards. In Meigs’ own series, nine patients 
belong in this group out of sixty-five on 
whom he operated. This means three out 
of twenty would be saved, while seventeen 
would be subjected to unnecessary surgery. 
Whether, under these circumstances, the 
indication for the Wertheim operation is 
considered acceptable is, of course, a mat- 
ter of personal opinion. . . . We are forced 
to admit that improvement of radiation 
therapy by more careful attention to de- 
tails of technique, by the elimination of 
inadequate procedures of the past, and: by 
the careful adaptation of the procedure 
to the individual requirements, will prob- 
ably save more patients than a return to 
surgery. But we should be grateful to 
the surgeon for awakening us from our 
satisfaction with past accomplishments and 
for stimulating our desire for improve- 
ment.” 


{It seems to us that the artificial meno- 
pause produced with radiation is in some 
way comparable to the artificial meno- 
pause produced with surgery.—Ed.} 
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COUGH CONTROL 
—Continued from page 397 


a great deal of physical and mental dis- 
tress. 


Summary 
Clinical tests with 2-amino-6-methylhep- 
tane, a new chemical for the local treat- 
ment of cough by inhalation, gave the fol- 
lowing results: 
1. Prompt relief (sometimes within 
3 to 5 minutes) in 81.1 per 


cent of the cases of cough asso- 
ciated with laryngotracheitis, tracheo- 
bronchitis and sinusitis. 

2. Doubtful or no effect on Cough in 
such conditions as pulmonary tuber- 
culosis, bronchiectasis, pertussis, car- 


cinoma of the .lung, bronchial 
asthma, or irritation by a foreign 
body. 

3. No evidence of irritation, addiction, 

or other harmful result. 

The possible usefulness of the Oralator 
as an aid to diagnosis is discussed. In the 
author’s opinion, this and all other meth- 
ods of cough control should be available 
on prescription only because of the hazard 
of delaying diagnosis in the presence of 
cough. 
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Golden Anniversary 


ASSOCIATED PHYSICIANS OF 
LONG ISLAND 


Nineteen hundred and 
forty-eight marks the half 
century point in the glorious 
history of “The Associated 
Physicians of Long Island.” 
It was fifty years ago, on 


April 14, 1898, at the Union League Club’ 


in Brooklyn, that the organization started 
life as an incorporated body. 

The key figures who sparked that first 
meeting were Doctor Louis N. Lanehart, 
the prominent Hempstead surgeon, chair- 
man, and Doctor Robert J. Morrison, the 
equally famous Brooklyn physician, secre- 
tary. The by-laws set up at that meeting 
have survived time with only minor 
change. The high ideals of the founder 
group have been maintained through the 
years. From the outset, its roster of mem- 
bership contained the most prominent 
physicians of Brooklyn and Long Island. 

It was resolved that the headquarters 
of the Association should be in Brooklyn 
and that it should hold three meetings a 
year. The seal, designed by Doctor Robert 
L. Dickinson, was fashioned from the 
Montauk lighthouse and has remained as 
a symbol of the light of learning. 

The purpose of the Association was to 
bring into closer relationship the members 
of the various County Societies of Long 
Island. Its further purpose has been to 
supplement the work of the County 
Societies and to foster a higher ethical 
standard among its members. Another im- 
portant result of its organization has been 
to bring together socially, as well as scien- 
tifically, the various medical and surgical 
workers of Brooklyn and Long Island. 

The first regular meeting and election 
of officers was held in Garden City in 
June, 1898. Doctor William Browning was 
elected President; Doctor Louis N. Lane- 
hart of Hempstead, First Vice President 
and Doctor Robert J. Morrison of Brook- 
lyn, Secretary. 

It is worthy of note that, for the first 
years of the society’s existence, transporta- 
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tion to and from the place of meeting was 
furnished free by the Long Island Rail- 
road. That times have changed is evident. 

In nineteen hundred and six the or- 
ganization was addressed by President 
Theodore Roosevelt, who predicted a 
brilliant future for the Association. He 
was correct. : 

A regular feature of the society has 
been the William Browning prize awarded 
yearly for the best essay submitted. It is a 
sad commentary that the competition in 
recent years has not been so keen as 
formerly. It is the hope of all loyal mem- 
bers that, in the future, more papers will 
be submitted. 

The papers read at the meetings from 
1898 to 1906 were published in seven 
volumes of “Transactions.” In 1906 Presi- 
dent Elias H. Bartley secommended that a 
Long Island Medical Journal be published 
by the Association under the direction of 
Doctors Paul Pilcher, Frank Overton and 
George H. Donohue. Doctor Pilcher was 
editor for seven years. He was succeeded 
by Doctor Henry G. Webster, who held 
the post until 1925. He was followed by 
Doctor Alec N. Thomson, who continued 
until the close of 1930, when the journal 
merged with the Medical Times (New 
York), forming the Medical Times and 
Long Island Medical Journal, edited by 
Doctor Arthur C. Jacobson, a «present 
member of the Associated Physicians of 
Long Island who before the merger had 
been a member for more than twenty-five 
years. 

The members may justly look with pride 
at the record of the past fifty years. The 
future looks even brighter as “The Asso- 
ciated Physicians of Long Island marches 
on. 


ROSTER OF PRESIDENTS 


*William Browning, M.D., Brooklyn 
*Louis N. Lanehart, M.D., Hempstead 
*James M. Winfield, M.D., Brooklyn 
*William B. Gibson, M.D., Huntington 
*Calvin F. Barber, M.D., Brooklyn 
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CONTEMPORARY PROGRESS 


OTOLOGY 


Labyrinthine Symptoms Subsequent 
to Fenestration of the Labyrinth 


Hans Brunner and M. H. Cutler (Ar- 
chives of Otolaryngology, 45:613, June 
1947) report a study of the labyrinthine 
symptoms occurring after the fenestration 
operation and also a study of the fistula 
test. A study of the postoperative laby- 
rinthine symptoms was made in 12 cases. 
No exact observations were possible for 
the first twenty-four hours after operation, 
but in some cases in this period, horizontal 
or vertical nystagmus directed toward the 
or “unoperated” side was noted. 
After twenty-four hours, the patient com- 
plained of swimming and swaying sensa- 
tions and sometimes of a definite whirling 
sensation involving the body and external 
objects as well. There was always hori- 
zontal and rotatory nystagmus of the third 
degree directed to the side of the fenes- 
tration, which manifested especially when 
the patient looked to the right or the left. 
While the nystagmus was also noted when 
the patient looked straight ahead, slow 
oscillatory movements of the eyes were 
more evident. The subjective symptoms 
gradually decreased; at the end of a week 
patients no longer complained of dizziness 
except on turning ann to one side, look- 
ing upward, or walking with closed eyes, 
or going up or down stairs; these symp- 
toms also gradually subsided and disap- 
peared entirely. _ Spontaneous nystagmus 
usually disappeared in three or four days, 
although slight nystagmus on looking to 
the side operated on might persist sev- 
eral days longer. The slow oscillatory 
movements of the eyes, synchronous with 
the pulse, persisted to some degree for six 
days, gradually subsiding. By the fifteenth 
day all these symptoms had disappeared. 
From comparison of these findings with 
those noted after surgical injuries to the 
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semicircular canals, which are always as- 
sociated with infection, the authors con- 
clude that if the mystagmus following the 
fenestration operation is directed toward 
the side of the operation, and disappears 
within a few days, it is due to Farag 
of the iat prong space; but if it is 
directed toward the opposite side (as is 
the case in surgical injuries) and persists 
for more than a week, it indicates that an 
infection of the fenestra has occurred, and 
that satisfactory improvement in hearing 
will not be obtained. The fistula test was 
made in the usual way by — a cot- 
ton applicator toward the fistula and also 
by compression and aspiration with the 
Politzer bag in 24 cases. The fistula 
symptom (nystagmus directed toward the 
side of the operation) was obtained with 
the cotton applicator in 80 per cent of the 
cases; with the Politzer bag in 75 per cent 
of cases. The authors have found that the 
fistula test with the Politzer bag gives a 
better indication of the functional ef- 
ficiency of the fistula than the cotton ap- 

licator test, and advise that the Politzer 
ag test should be used after the fenes- 
tration operation. 


COMMENT 


These observations are primarily of value 
to those surgeons who are performing the 
Lempert fenestration operation, L.C.McH. 


A Hearing Aid for the Relief 
of Tinnitus Aurium 


M. Saltzman and M. S. Ersner (Laryngo- 
scope, 57:358, May 1947) have found that 
when tinnitus aurium is associated with 
deafness, a hearing aid can often be 
fitted that will not only improve hearing 
but also relieve tinnitus. The benefits 
obtained with a hearing aid in such cases 
are analogous to those obtained with a 


: 


successful fenestration operation in oto- 
sclerosis, which not only improves the 
hearing, but also relieves the often distress- 
ing tinnitus. This operation makes a path 
for the extraceptive sound to reach the 
inner ear, thus “crowding out’’ the intrin- 
sic tinnitus. In the routine fitting of hear- 
ing aids, it has been found that by am- 
plification enough “‘outside sound” can 
reach the cochlea to mask the head noises. 
Thus a hearing aid that amplifies frequen- 
cies 512 and 1,204 d.v. by 40 db. “drowns 
out” low pitch 


the necessity of adequate tests of hearing 
in large groups, especially in the Armed 
Forces, in industry, and in schools, in or- 
der to demonstrate minor degrees of hear- 
ing loss at a time when proper treatment 
can be instituted and further deterioration 
of hearing be prevented. Pure tone 
audiometry is at present the best method 
for testing hearing. A standard audiometer 
may be employed for group testing by 
means of the “sweep” test method. A 
method of group pure tone audiometry, us- 

ing individual re- 


tinnitus most ef- 
fectively; and a 
hearing aid that 
amplifies 2,048 
and 4,096 d.v. to 
the same extent 
“drowns out” 
high pitch tinni- 


Wakefield, R. 1. 
Brooklyn, N. Y. 


New York, N. Y. 


Malford W. Thewlis 
Thomas M. Brennan 
Victor Cox Pedersen 


Harvey B. Matthews 


ceivers, developed 
by the Bell Tele- 


Medicine 
phone Company, 
Surgery has been further 
improved at the 
Urology Navy's submarine 
school at New 
London. This 


tus. Best results Brooklyn, N. Y. Obstetrics. Gynecology method has the 
have been ob- L. Chester McHenry........... Pie advantage that it 
tained in cases Nose and Throat-Otology uses standard, 
Oklahoma City, Oklahoma 
of otosclerosis, in Cu readily available 
Madge C. L. McGuinness .......... 

which the fenes- Physical Therapy equipment, at 
tration operation New York, N. Y. can also be used 
is not indicated Ralph |. Lloyd ........ Ophthalmology for individual 
or is refused b Brooklyn, N. Y. r tests. In grou 

| Merwarth ....... Neurology 


the good 


results have also Brooklyn, N. Y. 


testing, as in in- 
dividual audiom- 


: ; Earle G. Brown ........ Public Health 
obtained including Industrial Medicine tests, t 
otitis media wi ineola, N. Y. >.4 
distressing _tinni- Pediatrics is a problem that 


tus; and in some Providence, R. I. 


cases of nerve 


must be solved; 
for an accurate 


deafness. Five il- 
lustrative cases are reported. 


COMMENT 


In our experience many patients will not 
tolerate amplification by 40 db. with a hear- 
ing aid. The authors’ observations tend to 
corroborate our impression that patients must 
be completely individualized so far as meth- 
ods for relief of tinnitus are concerned. 

L.C.McH. 


Discovery and Evaluation of 
Otic Cripples 


E. P. Fowler, Jr. (Archives of Otolaryn- 
gology, 45:550, May 1947) emphasizes 
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test on relatively 
normal persons, in order to determine 
degrees of deafness, this is important. 
Spot surveys in the United States have 
indicated that half the population have 
some impairment of hearing; it is estimated 
that 60,000 veterans have suffered signifi- 
cant hearing loss in this war. This indi- 
cates the importance of discovering “‘otic 
cripples” through group testing and their 
proper care. 


COMMENT 


Widespread group testing of hearing will 
undoubtedly discover a great many people 
who have some impairment of hearing. It is 
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our impression that only a very small per- 
centage of these may be classified as “otic 
cripples”. With the increasing public educa- 
tion on hearing problems and better facili- 


ties “otic cripples” are more apt 10 present 
themselves for care than in previous years. 


L.C.McH. 


RHINOLARYNGOLOGY 


Severe Purulent Inflammation of the 
Upper Respiratory Tract Caused by 
Neisseria Intracellularis 


L. Veazie and H. J. Sears (Archives 
of Otolaryngology, 45:632, June 1947) re- 
port a case in which following the usual 
symptoms of an acute cold, sneezing and 
watery discharge from the nose, a severe 
productive cough developed with fever 
and pain deep in the throat, apparently 
in the trachea; the sputum became purulent. 
As the patient was a bacteriologist, she 
examined a gram-stained specimen of 
her Meng on the third day after the on- 
set of the cough, and found that it con- 
tained large numbers of gram-negative 
diplococci with the characteristics of Neis- 
seria, many of them contained in the pus 
cells. Examination of the patient at that 
time showed purulent inflammation of the 
nasopharynx with mild inflammation of 
the trachea and bronchi and acute conges- 
tion of the nose, but no involvement of the 
lungs. The patient was kept in bed; the 
organism found in the sputum was iso- 
lated and identified as Neisseria intracel- 
lularis, group I. As soon as this identifi- 
cation of the organism was made, a course 
of sulfadiazine therapy was begun with 
an initial dose of 3 gm., followed by 1 
gm. every four hours; a sulfathiazole spray 
was also used locally in the nose and 
throat. Within twenty-four hours, the 
cough had subsided, and the nasal pas- 
sages were clear; the temperature became 
normal; no meningococci were found in 
the sputum at the end of the twenty-four 
hour period and the patient was allowed 
to return to work, although chemotherapy 
was continued for three days. This is 
considered to be a case of meningococcic 
inflammation of the nasopharynx, trachea 
and bronchi, without any signs of men- 
ingococcemia (although blood cultures 
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were not made). It is very possible that 
meningococcemia, and possibly meningitis, 
might have developed in this case if specific 
treatment had not been carried out prompt- 
ly. The fact that the symptoms changed 
suddenly from those of an acute cold to 
those of purulent inflaramation of the naso- 
pharynx suggests that either the meningo- 
coccus was implainted on a mucous mem- 
brane favorably conditioned for its growth, 
or was already present and was stimulated 
to activity by the changes produced by the 
cold. Patients with a meningococcic in- 
fection of the nasopharynx of this type 
are evidently a source of infection to others 
as well as in danger of developing men- 
ingococcemia and meningitis. This indi- 
cates clearly that more attention should be 
paid to determining the exact nature of 
the organism causing an inflammation of 
the upper respiratory tract, especially if this 
is accompanied by cough and purulent dis- 
charge. 


COMMENT 


‘An interesting case and a ind 


Chronic Allergic Sinusitis 
(Perennial Nasal Allergy) 


A. G. Rawlins (Laryngoscope, 57:381, 
June 1947) has found that an allergic 
membrane in the nose and sinuses is the 
most common cause of chronic sinusitis; 
there may be a secondary infection. A 
ae infectious sinusitis, when cleared up 
y adequate treatment, whether conserva- 
tive or radical, does not tend to recur; it 
is the allergic membrane that renders the 
condition chronic. In the diagnosis of al- 
lergic sinusitis, the most important proce- 
dures are obtaining a thorough history, and 
examination of the nasal secretions for 
eosinophils; a nasal examination, x-ray 
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examination and skin testing should also 
be done. The examination of the nasal and 
nasopharyngeal secretions is of greatest im- 
portance in the diagnosis of chronic al- 
lergic sinusitis; if the patient's nose is 
dry and it is difficult to obtain a good 
specimen by blowing the nose, the au- 
thor employs a small suction tube to ob- 
tain specimens from the posterior wall of 
the nasopharynx. The smears are stained 
by Hansel’s method; in cases of chronic 
allergic sinusitis, the smears show a ‘‘ran- 
dom” mixture of neutrophils and eosino- 
phils, or clumps of eosinophils surround- 
ed by neutrophils; this cytological exam- 
ination is essential for the diagnosis of 
chronic allergic sinusitis. Nasal examina- 
tion usually shows relatively little patho- 
logic change except in the late stages. There 
is usually a slight swelling of the nasal 
mucous membranes and some mucus in the 
nasopharynx; in the late stage the mucous 
membrane is pale and edematous and 
polyps may be present. The x-ray exam- 
ination often shows a generalized cloudi- 
ness in the sinuses, which may be transi- 
tory. Skin tests are made with extracts 
of the inhalants that have been found to 
be the most common cause of chronic al- 
lergic sinusitis—in the average case, dust 
extract, mold extract, tobacco smoke ex- 
tract and paper extract; pollens are not 
used unless there is a history of hay fever. 
In the treatment of chronic allergic sinusi- 
tis, the use of nose drops must be dis- 
continued; the inhalants responsible for 
allergic reaction must be removed from the 
environment as far as possible. Hyposensi- 
tization must be employed with extracts 
of those inhalants that cannot be eliminat- 
ed; in this form of therapy, very low do- 
sage should be employed, and the dosage 
should be regulated by the severity of the 
symptoms (the more severe the symp- 
toms, the smaller the dose); and treat- 
ment should be discontinued when the pa- 
tient is comfortable. The most useful drug 
in the treatment of chronic allergic sinusi- 
tis, especially in the early stages of hypo- 
sensitization therapy, is ephedrine, which 
may be combined with a short-acting bar- 
biturate. Physical or intrinsic allergy may 
also be a factor in chronic allergic sinusi- 


tis, and should receive attention; nutri- 
tional studies are indicated, the author be- 
lieves. The more effective the allergic 
procedures in these cases, the less will 
surgety be required. 


COMMENT 
The thor’s rec dations are thor- 
oughly in accord with modern otolaryngologic 
practice, L.C.McH. 


A Simplified Technic of Treating 
Sinusitis with Penicillin Aerosol 


A. L. Barach and associates (New York 
State Journal of Medicine, 47:1498, April 
1947) have previously described a method 
of producing negative pressure in the ac- 
cessory sinuses during nasal inhalation of 
penicillin. Further study has shown the 
apparatus can be simplified by eliminating 
the use of the valve. In this simplified 
apparatus, rubber tubing connects the hori- 
zontal arm of the venturi with the 
nebulizer and the latter is connected with 
the glass trap and nosepieces. In giving a 
treatment with this apparatus, the thumb 
is held over the distal end of the venturi, 
forcing the oxygen through the nebulizer, 
and the patient takes three or four breaths 
through the mouth to fill the nasal pas- 
sages with penicillin aerosol. When the 
thumb is removed, oxygen passes out of 
the open end of the venturi tube, trans- 
mitting a negative pressure from the side- 
arm of the venturi to the nosepiece, nasal 
passages and sinuses. The venturi and the 
nebulizer are rinsed daily with hot water. 
Although the use of oxygen from a high- 
pressure cylinder is the best method for 
continuous nebulization of penicillin so- 
lution, some patients who are treated at 
home cannot afford the rental costs of the 
equipment and of oxygen. Such patients 
may use an automobile foot pump as the 
source of pressure for aerosolizing peni- 
cillin for oral or nasal inhalation, the lat- 
ter in conjunction with the negative pres- 
sure technique as described, the foot pump 
being used both for nebulization of peni- 
cillin and for the subsequent development 
of negative pressure. There is one inci- 
dental advantage in the use of air for 
nebulization of penicillin in the treatment 


MEDICAL TIMES, DECEMBER, 1947 


| 
| 
) 
tl 
406 


of sinusitis, as compared with oxygen; that 
is, that the ears do not develop the “stuffy 
feeling” that occasionally takes place after 
treatment when oxygen is employed. 


COMMENT 


The use of penicillin aerosol is somewhat 
new and its indications have not been well 
established, Undoubtedly it will prove ex- 
tremely useful in certain types of infections. 


L.C.McH. 


Treatment of Inoperable Cancer of 
the Larynx with X-Ray After 
Preliminary Surgical Removal 

of the Thyroid Cartilages 


M. F. Arbuckle (Southern Medical 
Journal, 40:462, June 1947) advocates the 
use of laryngofissure in the treatment of 
cancer of the true vocal cord; x-ray treat- 
ment preceded by resection of the thyroid 
cartilages, in all other types of cancer of 
the larynx. This plan has been adopted 
because the author is convinced that, as St. 
Clair Thompson maintained, when laryn- 
geal cancer has extended beyond the true 
vocal cord, the lymphatics are invaded. 
The preliminary removal of the thyroid 
cartilages is done, because x-ray so often 
causes injury and death of these cartilages. 
In 1940, 4 patients with advanced cancer 
of the larynx, all with enlarged cervical 


glands, were treated by x-ray. One of these 
patients died after about one year; this 
patient was a diabetic, and his treatment 
had to be interrupted several times. The 
other 3 patients are living and free from 
cancer with usable voices. In a fifth patient, 
the thyroid cartilages had been injured by 
previous use of diathermy; it was in this 
case that the author first removed the 
thyroid cartilages prior to x-ray therapy, 
and found that this could be done without 
interfering with the function of the larynx; 
this patient died of pneumonia in 1943. 
Since the author's return to practice from 
military service in 1944, he has employed 
x-ray ps with preliminary removal of 
the thyroid cartilages, in all cases of can- 
cer of the larynx except those involving 
the true vocal cord only. The dosage 
schedule has not yet been fully worked 
out, but the total dosage to be employed 
should be given in a single series of 
treatments. On the basis of his results the 
author states that he has “no reason to go 
back to surgical removal of the larynx,” in 
the treatment of laryngeal cancer. 


COMMENT 


As yet no other laryngologists have adopted 
Doctor Arbuckle’s rationale of treatment. His 
results are certainly quite good. Further ob- 
servation and experience will eventually 
evaluate the method. L.C.McH. 


PEDIATRICS 


Nutritional Survey at a Children's 
Institution; Incidence of 
Avitaminotic Lesion and 
Effects of Therapy 

M. S. Biskind and R. R. Williams 
(American Journal of Digestive Diseases, 
14:121, April 1947) report a survey of 
183 boys in an institution to which they 
were sent because of behavior problems; 
their ages ranged from eight to seventeen 
years. The majority came from-New York 
State (including 53 from New York City), 
the remainder from various sections of the 
northeastern United States. The duration 
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of residence in the institution varied from 


three weeks to five years. The survey 


showed an unexpectedly high incidence of 
symptoms of nutritional deficiency in this 
pe Glossitis was present in approxi- 
mately 90 per cent, gingivitis in 67 per 
cent, cheilosis in 19 per cent, and avitami- 
notic symptoms related to the nervous 
system, such as excessive fatigability, hyper- 
irritability, insomnia and headaches, in 60 


per cent. There was little correlation be- 


tween. the incidence and severity of 
symptoms and the iy At location or 
economic status of the families from which 


the boys came. There was an increase in 
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the severity of symptoms of deficiency 
with increasing age, a finding in agree- 
ment with the recognized tendency of un- 
treated nutritional deficiencies to be chronic 
and cumulative. A study of the diet at the 
institution showed that while the diet as 
rescribed by the dietitian provided at 
east the minimal daily requirement of 
known nutritional elements, major devia- 
tions from this diet occurred regularly, 
there was especially a deficiency of protein 
foods, due chiefly to wartime shortages. 
Treatment with a vitamin-mineral supple- 
ment and a fortified vitamin B complex 
syrup derived from liver extract and yeast 
autolysate for a period of seven months 
resulted in complete disappearance of all 
signs and symptoms of deficiency in a 
majority of the group, and improvement 
in all but a few of the remainder. This 
study indicates that nutritional deficiencies 
may occur in children and adolescents 
more frequently than has been supposed, 
and that examination for and treatment of 
symptoms of avitaminosis “should have 
high priority in routine medical care.” 


COMMENT 


This is a sad commentary on the type of 
diet fed to these institution children. This 
should not occur in the practice of the aver- 
age physician if this physician has, as he 
should, taught the parent the simple prin- 
ciples of diet, If we all spent a few moments 
with a parent explaining how all vitamins, 
minerals and amino acids can be supplied in 
food and prescribed less of the multiple vita- 
mins so eagerly supplied by our pharmaceu- 
tical houses we would have a healthier child 
population. Vitamin D is the only vitamin 
not provided in a rational child’s diet. 

H.E. 


Prophylaxis of Upper Respirate 
Infections in Children by Oral - 
Penicillin and Influenza Virus 
Vaccine Inoculation 


J. H. Papin (Archives of Pediatrics, 
64:121, March 1947) reports the pro- 
phylactic use of influenza virus vaccine and 
oral penicillin in 100 children who had 
been subject. to frequent upper respiratory 
infections with fever in the previous twelve 
months. Of this group 98 were given two 
injections of influenza virus A and B vac- 


cine, but 2 were given only one injection 
each, because of severe reactions. All were 
given penicillin oral tablets, one tablet 
(25,000 units) three times daily for the 
first three days, then 1/ tablet (12,500 
units) three times daily for the remainder 
of the twelve months period; the first daily 
dose was given early on a fasting stomach, 
the other two doses an hour before meals. 
A control group of 100 children were 
under observation for the same twelve 
months period. Of the treated group only 
41 per cent had had tonsillectomy and 
adenoidectomy, as compared with 52 per 
cent of the control group; 24 per cent of 
the treated group and 11 per cent of the 
control group had allergic disturbances. In 
the twelve months preceding the prophy- 
laxis, the 100 children in the treated group 
had had an average of 5.65 upper respira- 
tory infections with fever averaging 24.3 
febrile days. During the twelve months 
period of prophylaxis with influenza vac- 
cine and oral penicillin, these children had 
an average of only 1.82 febrile upper 
respiratory infections, with an average of 
5.51 febrile days. In the untreated control 
group there was no reduction in the in- 
cidence of febrile respiratory tract infec- 
tions. In the treated group there was no 
evidence of the development of penicillin- 
fast virulent strains, as such infections as 
did develop responded promptly to treat- 
ment with penicillin in therapeutic doses. 
The best results in prophylaxis were ob- 
tained in the younger age groups in this 
series, suggesting that larger doses of 
penicillin are required in the older chil- 
dren. An addendum states that in a small 
series recently given 50,000 units of peni- 
cillin twice daily results have been better, 
especially in older children. 


COMMENT 


Any advance in the prevention of res- 
piratory diseases in children deserves consid- 
eration. These diseases are the bugbear of 
the pediatrician, In reading the report one 
is left in doubt as to which agent, penicillin 
or the influenza vaccine, was responsible for 
the lowered incidence of the infections. From 
a purely practical standpoint the combination 
worked well, However, the influenza vaccine 
alone has worked well. Out of 200 children 
vaccinated by the commentator in the fall of 
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1946, there was a universal lowering of res- 
piratory disease for four months, indicating 
that a second inoculation in February or 
March might continue the immunity through- 
out the school year when contacts among 
children are at their height. 

That we are in the infancy of isolation of 
viruses there can be no doubt and at present 
we do not know how many strains of in- 
fluenza virus exist. 


Those who have tried the experiment of 
daily administration of the sulfa drugs have 
in cases of rheumatic fever found a lower- 
ing of the incidence of respiratory disease due 
to the elimination of the streptococcus, which 
increases to a pronounced degree in the pres- 
ence of a virus infection, Th sulfa drugs, for 
example, administered to patients with 
measles, in small doses will positively prevent 
most complications in the ears, glands 
lungs which occur with measles. 

The influenza vaccine at the present mo- 
ment offers the best means of prevention of 
disease of the upper respiratory tract in 
children, The unfortunate circumstance lies 
in the difficulty of the man in practice to de- 
termine the type of virus which is generally 
prevalent in the course of any epidemic of 
respiratory disease, H.E.U. 


Infectious Hepatitis in Childhood 


D. M. Horstmann, W. P. Havens, Jr. 
and J. Deutsch (Journal of Pediatrics, 
30:381 April 1947) report two outbreaks 
of infectious hepatitis among children in 
institutions; the first outbreak occurred in 
a children’s home; at thé same time, an 
outbreak of 119 cases of infectious jaundice 
occurred in the city (New Haven), in 
which children were chiefly affected, only 
19 patients being over sixteen years of 
age. The other outbreak occurred in a 
Training School for the Feeble-Minded; 
68 of the patients were affected of whom 
44 were children. In the two outbreaks, 
96 children were affected. In most of these 
cases, the disease was of a mild type; 
jaundice persisted over nineteen days in 
only 6 of the 96 cases (6.3 per cent). 
There were no cases of severe hepatitis 
with prolonged jaundice or protracted 
convalescence. In most cases the children 
felt well by the time the jaundice appeared, 
and it was difficult to keep them in bed. 
This is in marked contrast to the per- 
Sistence of anorexia nausea, abdominal 
discomfort and often vomiting for eight 
to ten days in adult cases of moderate 
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severity. The mildness of infectious hepa- 
titis in children as compared with adults 
has also been noted in other outbreaks of 
the disease. This should not, however, be- 
little the importance of the disease in 
children, as there is no evidence that such 
mild cases are “less dangerous to the com- 
munity from the infectious 
than the more severe types of the disease 
in adults. 


COMMENT 


Infectious hepatitis occurs in children but 
not to the extent to which it appears in the 
adult population. The described epidemic was 
of a mild nature but it is a well known fact 
that all epidemit¢s of infectious disease vary 
in their intensity and severity. It is perfectly 
possible that a severe epidemic might occur in 
children. As a tule the symptoms are milder 
in children and the duration of the disease 
shorter, probably due to the fact that the 
liver funtion, like the renal function, in child- 
hood is better than that of the average adult. 
The child takés more exercise than the adult, 
an important factor in life, H.E.U. 


Frequency of. Encephalitis as a 
Complication of Measles 


A. L. Hoyne and E. L. Slotkowski 
(American Journal of Diseases of Chil- 
dren, 73:554, May 1947) report that from 
January through July 1946, 307 cases of 
measles were admitted to the Cook County 
Contagious Hospital; of these 20, or 6.5 
per cent, were diagnosed as measles 
encephalitis. This series of 20 cases would 
make a ratio of 1 case of encephalitis to 
642 cases of measles on a basis of the 
cases of measles reported in Chicago dur- 
ing the same period; 10 additional cases 
of measles encephalitis were observed by 
one of the authors at the Municipal Con- 
tagious Hospital during this period, which 
makes the ratio 1 per 428 reported cases 
of measles. The authors believe this to be 
the highest incidence for measles encepha- 
litis reported, indicating that measles 
encephalitis is becoming more frequent. 
In the 307 cases of measles admitted to 
the Hospital, 172 patients were under five 
years of age; there were 6 cases of en- 
cephalitis in this group, an incidence of 
3.5 per cent; 101 patients were in the age 
group five to fifteen years, and 12, 12 
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per cent, had encephalitis; 34 patients 
were over fifteen years of age, and 2 (6 
per cent) had encephalitis. Although more 
than one fourth of the patients with 
measles were Negroes, all the cases of 
encephalitis developed in white patients. 
Encephalitis occurred in patients with a 
comparatively mild attack of measles, as 
well as in those with more severe attacks. 
Symptoms of encephalitis usually occurred 
early in the course of measles, and rarely 
developed after the rash had disappeared; 
in one case the encephalitis occurred one 
day before the appearance of the rash. 
Measles convalescent serum was used in 
the treatment of 7 patients, gamma globulin 
in one case, and pooled plasma in almost 
all cases. Two patients died within twenty- 
four hours after admission; both were three 
and a half years of age; one patient, a girl 
fifteen years of age, died after being trans- 
ferred to a private hospital; this gives a 
case fatality rate of 15 per cent for this 
series. Of the 17 patients who survived, 
16 made a complete recovery, without 
evidence of mental complications in a 
month’s follow-up; one patient showed 
some muscular spasticity and incoordina- 
tion when discharged from the hospital; 
no further report on this case has been 
obtained. 


COMMENT 

In the ordinary practice of medicine 
measles encephalitis is a rare disease or com- 
plication. Institution epidemics are more often 
accompanied by encephalitis. The complica- 
tion must be considered serious when it oc- 
curs but at least there is satisfaction in the 
thought that children who recover have few 

residual symptoms. 
H.E.U. 


Osseous Congenital Syphilis: 
Effects of Penicillin on 
Rate of Healing 


A. J. Hill, Jr. and associates (Journal 
of Pediatrics, 30:547, May 1947) report 
134 roentgenologic studies on 98 infants 
of different ages with congenital syphilis 
before treatment with penicillin. These 
studies showed that the average total 
severity of the lesions increases during the 
first three months of life, then decreases 
relatively rapidly for three months and 
more slowly thereafter. Osteochondritis 
and osteomyelitis show the most rapid in- 
crease in severity during the first three 
months; they become relatively insignificant 
after six months of age. Periostitis shows 
a more gradual increase in severity and 
declines more slowly. When penicillin in 
various dosage schedules was employed in 
the treatment of congenital —_— in in- 
fants at different ages, serial roentgeno- 
grams showed that the treatment acceler- 
ated the healing of the lesions of osseous 
syphilis only in those infants treated in 
the first three months of life. This ac- 
celeration in healing affected chiefly the 
lesions of osteochondritis and osteomyelitis; 
there was comparatively slight improve- 
ment in the lesions of periostitis. In in- 
fants treated with penicillin after the third 
month of life there was no significant ac- 
celeration of healing of the lesions as com- 
pared with untreated controls. Fifteen of 
the infants studied showed pseudoparalysis 
when treatment was begun; this disap- 
peared within three weeks in 12 cases and 
within a month in the remainder. Roent- 
genograms made in 8 of these cases showed 
that the disappearance of pseudoparalysis 
was not necessarily associated with healing 
of the osseous lesions. 


OPHTHALMOLOGY 


Sodium Sulfacetimide: Its Use in 
Treatment of Certain Diseases 
of the Eye 

W. L. Benedict and J. W. Henderson 
(American Journal of Ophthalmology, 
410 


30:984, Aug. 1947) report the use of 
sodium sulfacetimide (albucid soluble) in 
the treatment of diseases of the external 
part of the eye at the Mayo Clinic; both a 
30 per cent solution and a 10 per cent 
ointment were used. No other medication 
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was employed in the cases in which sodium 
sulfacetimide was used; but alternate 
patients served as controls, receiving rou- 
tine treatment, so that cases were not 
selected for-the sulfacetimide treatment. 
In cases of acute catarrhal conjunctivitis 
and acute conjunctivitis with purulent or 
mucopurulent discharge, the sodium sulfa- 
cetimide solution applied every two hours 
gave better results than the ointment. In 
cases in which treatment was begun within 
twelve hours of onset of symptoms, cure 
was obtained in 80 per cent of cases in 
thirty-six hours. In cases in which treat- 
ment was begun later, some relief was 
obtained within the same period. In cases 
of conjunctivitis with a superficial sec- 
ondary keratitis or corneal ulcer the sodium 
sulfacetimide ointment gave better results 
than the solution. In all these cases the 
results were definitely better with sodium 
sulfacetimide than with mercurial solution, 
other sulfa drugs, or penicillin. In chronic 
catarrhal and follicular conjunctivitis im- 
provement was not so rapid with sodium 
sulfacetimide treatment, but subjective re- 
lief of symptoms was more striking than 
objective improvement; the course of the 
disease was shortened as compared with 
the controls. In the treatment of blepharo- 
conjunctivitis the sodium  sulfacetimide 
solution was used during waking hours 
and the ointment applied at night. The 
results with sulfacetimide treatment in 
blepharoconjunctivitis were not definitely 
better than those obtained with other 
methods of treatment, but were equally 
good. In cases of keratitis sicca with sec- 
ondary conjunctivitis, the sodium sulfa- 
cetimide alleviated the conjunctivitis and 
gave symptomatic relief when artificial-tear 
solutions were ineffective. In cases of 
angular conjunctivitis sodium sulfacetimide 
was not superior to zinc preparations; in 
vernal conjunctivitis and primary keratitis 
without conjunctivitis, ‘it ‘had no definite 
effect. In most cases the 30 per cent sodium 
sulfacetimide solution caused little if any 
discomfort; only one patient ‘developed 
sensitivity to the drug. In the Mayo Clinic 
cases, none of the eye conditions treated 
were due fo trauma or foreign bodies, but 
others have reported good results with 
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sodium sulfacetimide treatment in post- 
traumatic corneal ulcers. 


COMMENT 
This is a truly scientific report and a model 
for other investigators to follow. Each con- 
dition treated is diagnosed and definitely 
placed in the mind of the reader as an entity 
and not as conjunctivitis or corneal ulcer or 
the like, which might mean anything accord- 
ing to the mental habit of the person making 
the report. A few observations of this type 
and the sulfa group will occupy a definite 
place in the local therapy of eye Somat 


Cyclodialysis, Multiple or Single, 
With Air Injection—An Operative 
Technique for Chronic Glaucoma . 
Otto Barkan (California Medicine, 
67:78, Aug. 1947) describes ah operation 


for chronic glaucoma, with injection of air 


into the anterior chamber after cyclodi- 
alysis. “Extreme miosis” must be achieved 
preoperatively. As the cyclodialysis is 
completed the air is injected by means of 
a syringe with a gold cannula; the quantity 
of air to be injected in each case is “a 
matter of experience and judgment.” The 
presence of the air promotes hemostasis 
and within a few minutes a second cyclodi- 
alysis is done, using a scleral incision in 
the adjoining quadrant, and air is again 
injected. With air in the anterior chamber, 
the cleft can be inspected, and if necessary, 
it can be enlarged and the injection of air 
repeated. A part of the air injected is 
pr newer to escape within a few minutes 
through a corneal puncture made obliquely 
with a Graefe knife so as to obtain valve 
closure; or air may be replaced by physio- 
logical saline solution. A small air bubble 
(4 to 5 mm. in diameter) is allowed to 
remain as this promotes separation of the 
cleft and keeps it free of blood. Miosis is 
maintained postoperatively by instillation 
of prostigmine, 5 per cent. The use of 
adrenaline and euphthalmine may be nec- 
essary during the best few days after oper- 
ation, to obtain a temporary mydriasis, in 
order to payer pupillary adhesions, but 
this should be adequately controlled by the 
miotics. The author is of the opinion that 
after cyclodialysis, miotics should be con- 
tinued once or twice daily as a prophylactic 
measure. Multiple cyclodialysis with air 
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injection makes it possible to obtain per- 
manent dialysis with less trauma and with- 
out hemorrhage as compared with a large 
single cyclodialysis. This method is espe- 
cially indicated in primary chronic glau- 
coma of the wide angle type, and in the 
later stage of the narrow angle type after 
peripheral adhesions have partly closed the 
angle; and also in those types of secondary 
glaucoma in which cyclodialysis is usually 
considered to be indicated. 


COMMENT 


This is a valuable contribution. The con- 
dition treated is one of the “headaches” every 
oculist must handle. With reports from other 
sources to demonstrate the practical use of 
the method by the average ophthalmologist, 
the technique will finally find its place in the 
treatment of an unpromising disease. 


R.LL. 


Relief of Episcleritis by 
Histamine Phosphate 


E. M. Shepherd (American Journal of 
Ophthalmology, 30:907, July 1947) re- 
ports the treatment of episcleritis by in- 
stilling histamine diphosphate (1:1,000) 
into the conjunctival sac. The pain is re- 
lieved within forty-five seconds; the 
episcleric node may then be freely palpated 
without causing pain. Relief from pain has 
persisted for four to thirty-six hours in 
the cases treated by the author. When pain 
recurs it is less severe and can be promptly 
relieved by repeating the histamine in- 
stillation. In the cases treated by the author 
the episcleritis subsided completely within 
three days, but as these cases are few (5 
cases) it cannot be claimed that the method 
will always result in cure of episcleritis. It 
does, however, relieve the pain without the 
dangers of local anesthesia. In the autior’s 
opinion, the immediate relief of pain is 
due to the lateral release of pressure on 
“pain fibers’ caused by the sharply local- 
ized episcleric node. The subsidence of the 
episcleritis may be attributed to the in- 
creased circulation of blood produced by 
the conjunctival flush. In one of the cases 
treated the episcleritis was due to the 
presence of a foreign body in the episclera; 
under histamine treatment, the eye became 
“quiet” on the fourth day so that the for- 
eign body could be removed. As the hista- 
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mine treatment may cause chemosis and 
miosis, it should be used with “sensible 
caution,” but the author has found no 
definite contraindication to the use -of 
histamine diphosphate (1:1,000) in the 
eye. Excessive chemosis might be relieved 
by installation of a drop of ephedrine sul- 
fate (5 per cent), but this has not been 
necessary in any of the author's cases. 


Penicillin Therapy in 
Ophthalmia Neonatorum 


Arnold Sorsby (British Medical Journal, 
2:322, Aug. 30, 1947) reports that of 
232 cases of ophthalmia neonatorum at the 
White Oak Hospital (London), 224 were 
treated with penicillin. In 30 cases, a 
watery solution of penicillin, 2,500 units 
per ml., was employed for installation into 
the eye every five minutes for half an hour, 
and subsequently at longer intervals; in 
71 cases the same concentration of peni- 
cillin was used for local instillation every 
minute at first, later at longer intervals. 
In both these groups the eyes cleared up 
rapidly in 73 per cent of cases. In 33 
cases in which a concentration of 10,000 
units of penicillin per ml. was used for 
instillation into the eyes at one-minute in- 
tervals at first, the eyes cleared up rapidly 
in 76 per cent of cases. In an attempt to 
avoid frequent instillations, oil or solid 
vehicles were tried for the local applica- 
tion of penicillin to the eyes, but the results 
were unsatisfactory. In 39 cases, large doses 
of penicillin were given by systemic in- 
jection (800,000 units in divided doses of 
200,000 units every three hours) followed 
by the instillation of penicillin in 1 per 
cent methyl cellulose solution (20,000 
units per ml.) every two hours. Good te- 
sults were obtained in 33 cases (84.6 per 
cent), but the eyes cleared up under 
systemic treatment alone in vas 4 5 of these 
cases. Of the 104 cases treated by instilla- 
tions of pencillin solution every minute, 
sulfonamide treatment was given in 25 
cases, because of poor response to peni- 
cillin; 11 showed inclusion bodies and 6 
showed diphtheroids. While not all cases 
responded promptly to penicillin, “a total 
failure” of penicillin therapy was not ob- 
served in any intsance. 
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COMMENT 


The commentator remembers well the era 
when ophthalmia neonatorum was a common 
malady in the obstetrical department of the 
general hospital. The treatment consisted of 
painting the conjunctiva two or three times a 
day with nitrate of silver—10-30% solution. 
In the interim a nurse was in constant at- 
tendance and applied iced pledgets to the lids 
and wiped away every bit of discharge, Many 
eyes were lost and corneal ulcers were com- 
mon. After a time, argyrol came into use 
and the results with 50% solution of this 
drug were and have been very satisfactory. 
I am noi sure how much of the improvement 
is due to lessening of handling and the effect 
of floating out the discharge. There was a 
great prejudice about using argyrol because 
it was a proprietary remedy, though this 
never seemed sound reasoning to me, but it 
seemed to disqualify the remedy in the eyes 
of some. Personally I do not see that the 
sulfa drugs and penicillin are any better than 
50% solution of argyrol. This may be heresy 
but this treatment is much simpler than any 
of the others and use of any drug at minute 
intervals does not appeal to your commenta- 
tor. R.LL. 


Pathologic Study of Ocular 
Lesions Due to Lewisite 


F. H. Adler and associates (Archives of 
Ophthalmology 38:89, July 1947) report 
studies of the ocular lesions produced in 
rabbits’ eyes by a standard technique. In 
each experiment 0.4 mg. of liquid lewisite 
was introduced into the superior limbus 
by microsyringe, and the eyelids closed 


immediately; both eyes of each rabbit were 
burned with the same dose of lewisite; and 
one eye of each animal was treated with 5 
per cent BAL in ethylene glycol, applied 


‘two minutes after the lewisite. Eyes were 


enucleated at different periods from fifteen 
minutes up to fourteen days. Changes “s 
peared in the corneal stroma in the early 
stages and progressed rapidly to the stage 
of necrosis, as shown by the loss of the 
nuclei, loss of staining ability and finally 
loss of outline of the corneal fibers. These 
changes were first seen six hours after 
application of the lewisite and reached the 
maximum at twenty-four hours. Cellular 
infiltration of the cornea of the poly- 
morphonuclear type began at the periphery 
twenty-four hours after the application of 
lewisite; this polymorphonuclear infiltrate 
was replaced by a round cell infiltrate at 
the a of the tenth day. Vascularization of 
the cornea began at the end of the fifth 
day and became more intense up to the 
fourteenth day; it involved all layers of 
the stroma, but was most marked in the 
middle layers. At the end of five days, 
corneal ulceration, iridocyclitis, and poly- 
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were of a defnitely milder degree. 
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Medical BOOK NEWS— 


ALFRED E. SHIPLEY MLD.., Dr. P.H. 
All books for review and communications concerning Book 
News should be addressed to the Editor of this department, 
1313 Bedford Avenue, Brooklyn 16, N. Y. When ks are 
sent to us with requests for review, ‘selections for that purpose 
are promptly made. 


ANDRE LEVRET: 
.1703~ 1780 


Classical. Quotations 


@ The forceps made according to my last correc- 
tion, is likewise useful in extracting in every case 
the head of the child. . This forceps is without 
a doubt preferable in. every respect to the best 
made and best handled hooks, in all cases which we 
have demonstrated. 

ANDRE LEVRET 

(Introduced the pelvic or maternal curve of the 
forceps blades in 1747.) . 

On the Utility of the Curved Forceps. L’Art des 
Accouchemens, Paris, 1761. ' 


Antibiotics 


Penicillin Therapy Including Streptomycin, Tyro- 
thricin and Other Antibiotie Therapy. By John A. 
Kolmer, M.D. 2nd Edition. New York, Apple- 
ton-Century Co., [c. 1947]. 8vo. 339 pages, illus- 
trated. Cloth, $6.00. 


This thoroughly worthwhile volume on 
the history, ce and uses of the im- 
portant antibiotic agents is authoritative, 
and covers the details of technics used in 
the laboratory and the clinic. Fuller dis- 
cussion is needed of the larger doses—up 
to 40 million per day—which have been 
needed to control an occasional case, and 
of the treatment of cases in which no 
positive culture is obtained in spite of 
proper cultures frequently made. 

Dock 
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Personality Research 


and Measurement of Personality. By 


This is the first of two volumes at- 
tempting to bring our knowledge up to 
date in the field of personality research. 
The author utilizes psychometrics, and 
especially - the techniques of factor an- 
alysis. On the other hand, the author, who 
is well-versed in clinical psychology, is 
ever-mindful of applications in life siw- 
ations. : 

This book should be of inestimable 
value as a text and reference book for 
advanced students of clinical and abnormal 
psychology. 

FREDERICK L. PATRY 


The American Hospital. By E. L. Corwin, Ph.D. 
New York, Pea, [c. 1946]. 8vo. 
226 pages. Cloth, $1.5 


The trend of the times indicates that 
eventually the hospital will become the 
focal point of medical service for the area 
in which it is located. Therefore, it be- 
hooves the physician to inform ‘himself 
as to hospitals: how they function, their 
facilities, their finances, and their medical 
service. This gives such information as a 
basis for further reading on the subject 
of future medical care for the community. 

ALFRED E. SHIPLEY 
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Fundamentals of Allergy 


Allergy. By Erich Urbach, M.D. & Philip M. Gott- 
2nd Edition. New ork, Grune & 
tratton, 1946]. 4to. 968 pages, illustrated. 

Cloth, $12. 

This aaa edition, presented in a new 
double-column format, has several new 
sections on allergic cough, allergic bron- 
chitis, sychosomatic aspects of allergy, 
eosinophilic erythroderma, and Rh factor. 

The work covers the fundamentals of 


allergy, the etiologic agents of allergic 


diseases, with,a detailed discussion of al- 
lergic diseases. 
RoBert A. CHAIT 


Short Gastroenterology 


General Practice. By Louis Pel- 
ith the collaboration of Louis A 


A dman, M.D., & 
vo. large. 


The attempt is obs to discuss very 
briefly all branches of gastroenterology, 
and at the same time give excerpts and 
reproduce plates from various authorities 
on the subject. The purpose is to make 
facts quickly available in the solution of 
gastro-intestinal problems. 

HEnry F. KRAMER 


column. 


BOOKS RECEIVED 


for review are promptly acknowledged in this column: we assume 
no other obligation in return for the courtesy of those sending us 
the same. In most cases, review notices will be sa published 
shortly after acknowledgment of receipt bas 


New Edition of Davison 


The Compleat Pediatrician. Practical Diagnostic, 
Therapeutic and Preventive Pediatrics. For the 
Use of Medical Students, Internes, Practitioners, 
and Pediatricians. By Wilburt C. Davison, M.D. 
Sth Edition. Durham, N. C., Duke University 

Press, [c. 1946]. Bvo. 348 pages. Cloth, $3.75. 


The fifth edition brings this invaluable 
storehouse of pediatric information up to 
date. No one from interne to director of 
a pediatric service can afford to be with- 
out a copy of this book of a thousand 
uses. 

KENNETH G. JENNINGS 


Williams’ Obstetrics Revised 


Textbook of Obstetrics. Desi for the Use of 
Students and Practitioners. By Henricus J. Stander, 
M.D. Stander’s 3rd the 9th 
Edition of Williams Obstetri ork, D. 
illustrated. Clo 


Stander’s Thied "Revision of Williams’ 
Obstetrics presents the latest standards of 
the science and art of obstetrics. Of par- 
ticular interest is the section dealing with 
the causes of maternal and fetal mortali- 
ties, and the factors responsible for the 
reduction of maternal mortalities. This 
continues to be one of the outstanding 
texts of obstetrics. 

JAMEs F. BUTLER 


made in this 


A Textbook of Medicine. ,. Edited by Russell L. Cecil, 
M.D. With the: Assistance of Walsh McDermott, 
M.D. Associate Editor for Diseases of the Nervous 
System, Harold Wolff, M.D. 7th Edition. 

W. B. Saunders [c. 1947]. 4to. 
1730 pages, illustrated. Cloth, $10.00. 


Gynecology. a Section on Female Urology. 

Lawrence R. Wharton, M.D. 2nd Edition. 

Philadelphia, W. B. Saunders Co., [c. 1947]. 
8vo. 1027 pages, illustrated. Cloth, $10.00. 


~s B . La Roe, M.D. New 
York, Froben Pr. 134 1947). 8v0. 240° pages, illus- 


section 

EWE PRINCIPLES OF TREAT- 

MEN NT -by Morris Rubin, M.D. Philadelphia, 

W. B. Saunders Co., fe. 19471. 4to. 685 pages, 
illustrated. . Cloth, $12.00. : 


MEDICAL TIMES, DECEMBER, 1947 


Doctor, Don’t Let Me Die! S. Kreiner, M.D. 
Boston, Meador Publishing [c. 1947]. ”12mo. 
486 pages. Cloth, $3.50. 


Die Milzspunktion. Technik, Diagnostische und Hama- 
tologische Ergebnisse. By Sven Moeschlin, M.D. 
‘ Basel, Switzerland, Benno Schwabe & Co., [c. 
1947]. 8vo. 205 pages, illustrated. Cloth, 30 fr. 


Surgical Pathology. By William Boyd, M.D. 6th 
ition. Philadelphia, W. B. under. [c. 
1947]. 8vo. 858 pages, illustrated. Cloth, $10. 00. 


Diseases of Metabolism. Detailed Methods of Diag- 
nosis and Treatment. A Text for the Practitioner. 
Edited by Garfield G. Duncan, M.D., Walter 
Bauer, -D., Hugh R. Butt, M.D., ” Abraham 
Cantarow, M.D .» et al, contributors. 2nd Edition. 
Philadelphia, B. Saunders ~ 1947]. 8vo. 
1045 pages, illustrated. Cloth, $12.00. 
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Each PROCARDIUM tablet consists of : 
Digitoxin 
Strophanthin-k 
Strychnine Sulphate 
Dosage: 1 to 2 tablets, t.id. 


In such conditions as heart failure 
myocardial insufficiency, senile 
myocarditis, chronic passive ‘ 
congestion and weakness of heart * 
musculature, PROCARDIUM 
provides the combined 

advantages of digitoxin, 
strychnine and strophanthin in 
a single enteric-coated tablet. 
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COMPRISING natural bile salts, ext. cascara sagrada, phenolphthalein, oleoresin 
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@ acts almost specifically to correct biliary constipation through improved bile flow 
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